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1 .  INTRODUCTION 


In  the  period  since  that  covered  in  the  last  Annual 
Report,  eight  new  compounds  have  been  submitted  for  testing 
by  WRAIR.  These  have  been  examined  for  blood  schizontocidal 
activity  and,  in  some  instances,  the  compounds  have  also  been 
studied  in  drug  interaction  experiments. 

The  problems  which  we  had  experienced  with  cytoplasmic 
polyhedrosis  virus  in  the  mosquito  colony  have  been  largely 
overcome  by  a  continuing  programme  of  treatment  of  the  stock 
cages.  Transmission  of  malaria  through  the  mosquitoes  is 
better  now  than  at  any  time  since  the  colony  was  established. 

A  reassessment  of  the  comparative  usefulness  of 
chloroquine  resistant  strains  of  Plasmodium  berghei  and 
P .  yoe 1 1 1  as  models  for  P . falciparum  has  led  us  to  revise  our 
method  of  calculating  resistance  indices  (I9g),  and  a  new  way 
of  demonstrating  quantitatively  the  degree  of  Interaction 
between  two  drugs,  where  one  compound  has  no  antimalarial 
activity  in  its  own  right,  has  been  developed. 


2 .  ADMINISTRATIVE  EVENTS. 

Staff  employed  on  US  Army  funds  are  as  follows: 


-  B . L . Robinson 


100%  Time 


Senior  Technologist/ 

Research  Assistant 

Techicians  -  Ms  A. West  100%  Time 

-  Ms  J.R.Cox  100%  Time 

Secretary  -  Mrs  B  .  A  .  Sargeaunt  25%  Time 

Mrs  Sargeaunt  has  recently  retired,  and  the  part  time 
secretarial  post  has  not  yet  been  filled. 

Other  staff  associated  with  the  project  but  not 
financially  supported  by  USAMRDC  are: 


Professor  W. Peters  (Principal  Investigator) 


20%  Time 


Dr  D.C.Warhurst  (Biologist) 


20*  Time 


Dr  S.L. Cmft  (Electron  Mi croscopi st )  10*  Tiae 

3 .  CHEMOTHERAPY  STUDIES 

3 . 1  Evaluation  of  data  froa  drus  interaction  studies 

Until  recently,  our  studies  on  drug  interactions  have 
been  involved  with  pairs  of  coapounds,  each  of  which  possess 
significant  degrees  of  antimalarial  activity  in  their  own 
right.  Determining  the  effect  of  coapounds  like  these  upon 
one  another  could  be  done  easily  by  constructing  isobolo- 
grams,  which  illustrated  graphically  the  presence  of 
synergism  or  antagonism. 

It  has,  however,  becoming  increasingly  the  case  that 
interest  in  using  compounds  such  as  calcium  channel  blockers, 
which  have  little  or  no  inherent  antimalarial  activity,  to 
influence  the  action  of  chloroquine  on  chloroquine  resistant 
parasites  has  provided  us  with  pairs  of  compounds  in  which 
only  one  drug  has  a  direct  antimalarial  effect.  Clearly,  this 
prevents  the  construction  of  a  conventional  isobologram  for 
use  in  analysing  the  interaction  between  the  two  compounds, 
since  the  presence  or  absence  of  synergism  can  only  be 
demonstrated  by  this  technique  when  the  ELgo  of  each  of  the 
pair  is  known. 

To  overcome  this  problem  we  have  devised  a  method  to 
illustrate  graphically  and  to  quantify  the  influence  of  an 
an t i ma 1 ar i a  1 1 y  inactive  compound,  eg  Verapamil,  on  the 
activity  of  a  known  antimalarial,  eg  chloroquine,  in  our 
rodent  model. 

Graphically,  this  is  done  by  plotting  the  ED90  of  the 
active  partner  against  varying  dosage  of  the  ant imalar ial ly 
inert  drug  on  a  simple  graph  which  also  has  a  line  indicating 


A. 


of  inactive  conpound  on  its  antimalarlal  partner  is  made  by 
calculating  the  Activity  Enhancement  Index  (AEI).  This 
involves  a  simple  calculation  in  which  the  ED90  of  the  active 
compound  alone  is  divided  by  the  EDg0  of  the  paired  drugs  at 
each  dose  of  the  "inert"  compound. 

For  example,  in  order  to  directly  compare  the 
influence  of  a  second  compound  on  the  efficacy  of 
chloroquine,  we  compare  the  EDg0  of  chloroquine  alone  (CQ) 
with  that  of  chloroquine  combined  with  the  test  compound  (CQ 
+  "Drug  X" )  i . e  . 

CQ 

AEI  =  - 

CQ  +  "Drug  X" 

In  effect,  this  regards  the  activity  of  chloroquine 
alone  as  representing  an  AEI  of  1.0  and  enhanced  activity 
resulting  from  the  combination  of  chloroquine  with  a  second 
compound  produces  an  AEI  value  greater  than  1.0.  This  will 
apply  whether  the  companion  compound  possesses  antimalarial 
activity  in  its  own  right  or  not,  and  regardless  of  the  cause 
of  enhancement  e.g.  synergism  or  reversal  of  resistance. 
Similarly,  an  antagonistic  interaction  would  lead  to  the  AEI 
being  reduced  to  a  value  lower  than  1.0. 

The  use  of  AEI  analysis  not  only  permits  a  direct 
comparison  to  be  made  between  a  series  of  compounds  in 
separate  experiments,  but  may  also  be  used  to  indicate  the 
dose  of  an  individual  compound  which  produces  optimal 
enhancement  of  activity. 

3 . 2  The  role  of  chloroquine  resistant  strains  of  rodent 
malaria  in  experimental  chemotherapy . 

Our  preliminary  studies  on  the  effect  of  calcium 
channel  blockers,  which  used  Verapamil  as  a  representative 


compound,  were  carried  out  on  the  highly  chloroquine- 


resistant  RC  strain  of  P .  berghei .  No  evidence  of  any 
activity  was  detected  with  Verapamil,  neither  alone  nor  in 
combination  with  chlcroquine.  However,  when  these  experiments 
were  repeated  using  P . yoel 11  ssp .  NS  strain,  marked 
potentiation  of  the  effect  of  chloroquine  was  noted,  although 
Verapamil  alone  still  produced  no  reduction  at  all  in  the 
parasltaemia .  This  phenomenon  was  also  experienced  with  other 
Verapamil  derivatives  which  were  examined  by  us  in  our  role 
as  a  World  Health  Organisation  Reference  Centre. 

We  have  long  felt  that  P . yoe 1 i 1  NS  is  a  better  model 
for  chloroquine  resistant  P. falciparum  than  P . berghei  RC  (see 
Peters  et  al .  ,  1975,  Ann.trop.Med.Parasltol.  ,  69:155  -  171  ), 

and  when  these  experiments  were  repeated  using  NS  strain, 
marked  enhancement  of  the  activity  of  chloroquine  occurred 
with  most  of  the  Verapamil  derivatives.  These  results,  which 
are  compatible  with  those  previously  obtained  with  Verapamil 
itself  used  in  combination  with  chloroquine  in  vitro  against 
chloroquine  resistant  strains  of  P. falciparum,  help  to 
confirm  the  value  of  the  NS  strain  as  a  suitable  in  vivo 
model  for  P. falciparum. 

When  these  observations  are  considered  in  conjunction 
with  the  data  obtained  in  our  cross  resistance  studies,  it 
becomes  clear  that  not  only  is  P . yoel 11  ssp .  NS  strain  a 
superior  in  vivo  model  to  P.berghei  RC  for  P. falciparum  but 
that,  for  the  purposes  of  studies  on  blood  schizontocidal 
activity  and  resistance,  direct  comparisons  should  not 
normally  be  made  between  P.berghei  N  strain  and  the  NS 
strain.  This  constraint  also  applies  to  resistant  lines 


derived  from  these  two  distinct  species. 


Table  1.  A  comparison  of  blood  schizontocidal  activity  of  a 
range  of  antimalarial  compounds  against  P . berghel  N  strain 
and  P.yoelll  ssp  NS  strain.  ED90  values  are  expressed  in 
mg/kg  X  4  sc. 


1 

ed90 

1 

COMPOUND 

| 

N  STRAIN 

|  NS  STRAIN 

1 

I 

CHLOROQUINE 

! 

3  .  1 

1 

|  50.0 

1 

AMODIAQUINE 

1 

2  .  6 

j  18.0 

! 

PRIMAQUINE 

1 

4 . 8 

|  8.4 

1 

MEPACRINE 

1 

4  .  6 

|  18.3 

1 

QUININE  HC1  (po)  j 

118.0 

|  290.0 

CINCHONINE  HC1 

( po  )  | 

125.0 

j  220.0 

QUINIDINE  HC1 

(po)  | 

31.0 

|  195.0 

MEFLOQUINE  HC1 

(po)  | 

4  .  6 

|  7.2 

1 

HALOFANTRINE 

1 

1  .  1 

|  1.0 

1 

ARTEMISININ 

1 

4  .  2 

|  10.0 

1 

PYRONAR I D I NE 

1 

0 . 7 

1  1.2 

1 

PYRIMETHAMINE 

(Ip)  1 

0.12 

j  0.13 

1 

SULFADOXINE 

1 

4  .  4 

0.26 

1 

FANSIDAR  * 

1 

0 . 32 

|  0.1 

1 

CYCLOGUANIL 

1 

3 . 3 

j  6.9 

1 

MENOCTONE 

1 

1  .  4 

|  4.5 

1 

1 

FLOXACRINE 

1 

1 . 0 

|  0.6 

1 

CLINDAMYCIN 

1 

36 . 0 

|  55.0 

1 

DOXYCYCLINE 

1 

2 . 7 

j  98.0 

1 

*  PYRIMETHAMINE  :  SULFADOXINE  (1:3) 


It  is  apparent  from  Table  1  that  the  normal  response 
of  the  NS  strain  to  a  substantial  number  of  antlmalarial 
drugs  differs  significantly  from  that  of  P , berghe i  N  strain. 
These  inherent  differences  also  influence  the  resistance 
patterns  of  strains  resistant  to  specific  compounds  which  may 
be  developed  from  these  and,  therefore,  the  response  of  any 
of  these  derived  strains  should  only  be  assessed  against  the 
appropriate  parent  strain.  For  example,  the  ED90  of 
chloroquine  against  the  me f 1 oqu i ne - re s i s t an t  NS1100  strain  is 
27.0  mg/kg.  If  this  is  compared  with  that  of  the  N  strain 
(3.1  mg/kg  ;  I99  =  1.0)  then  one  would  say  that  an  almost 

ninefold  resistance  to  chloroquine  has  developed  in  the 
course  of  producing  mefloquine  resistance  (I90  "  8.8). 
However,  when  the  comparison  is  drawn  with  the  parent  NS 


JL 


strain,  wh'-ii  has  an  EDgg  of  56.0  rag/kg,  it  is  immediately 
apparec  that  in  fact  approximately  half  of  the  resistance  to 
chloroquine  possessed  by  the  parent  strain  was  lost  In  the 
process  of  producing  the  mefloquine  resistance  (I90  NS1100  = 

O. 5).  This  same  principle  applies  to  any  drug  tested  against 
resistant  lines. 

We  have  accordingly  altered  our  previous  practice  of 
comparing  all  strains  employed  in  blood  schizontocidal 
activity  tests  with  N  strain  to  derive  resistance  factors, 
and  in  this  and  future  reports  we  will  be  making  comparisons 
with  the  appropriate  parent  strain.  Summary  sheets  will 
therefore  show  two  series  of  data  for  each  compound  in  order 
to  give  as  accurate  a  picture  as  possible  of  patterns  of 
resistance . 

3 . 3  Blood  schizontocidal  activity  studies 

Results  from  the  blood  schizontocidal  activity  tests  are 
summarised  in  Tables  3  to  5,  and  detailed  test  data  are 
contained  in  Tables  6  through  20. 

(i)  BK73252  and  BL47346  (WR  numbers  not  known) 

These  two  compounds  were  tested  for  activity  against 

P .  berghe  i  N  strain,  N1100,  Q,  KFY  (resistant  to  mefloquine, 
quinine  and  Fans idar  respectively),  the  chloroquine  resistant 
P.yoelli  ssp,  NS  and  the  artemisinin  resistant  ART  (derived 
from  NS ) . 

BK73252  was  the  more  active  of  the  two  compounds  with 
an  EDgg  in  N  strain  of  0.08  mg/kg  X  4  sc.  Slight  resistance 
to  this  compound  was  observed  in  the  Q  and  KFY  strains  (I90 
values  2.5  and  2.4),  but  since  this  compound  is  tolerated 
at  doses  in  excess  of  100  mg/kg  the  therapeutic  index  is 
probably  still  very  good.  The  NS  was  only  slightly  less 


sensitive  (ED90  :  0.15  mg/kg)  and  the  ART  showed  a  level  of 
resistance  comparable  with  the  Q  and  KFY . 

BL47346  was  appreciably  less  active  (ED90  N  strain: 

7.9  and  NS:  9.0  mg/kg).  The  other  resistant  line3,  apart  from 
KFY,  showed  some  resistance,  ranging  from  an  I99  value  of  2.3 
in  the  N1100  to  4.6  in  the  ART  strain.  The  KFY  strain  was 
slightly  more  sensitive  than  the  parent  N  strain  (I90:  0.7). 

(  1  i  )  Floxacrine  analogues 

Three  floxacrine  analogues  have  been  received  for 
testing.  The  first,  WR  243251,  has  a  similar  level  of 
activity  to  floxacrine  against  N  strain  (ED90:  1.5  mg/kg  X  4 

sc).  No  cross  resistance  was  observed  in  the  N1100,  Q  and  KFY 
strains  of  P . berghe i .  or  in  P . yoe 1 i i  ssp .  NS  and  ART. 

The  other  two  analogues  were  isomers  of  WR  243251.  The 
R-isomer  (WR  250547)  was  much  less  active  with  an  ED90  of 
83.0  mg/kg  in  N  strain,  but  the  L-isomer  ( WR  250548)  had  a 
level  of  activity  through  all  the  strains  comparable  to  that 
of  WR  243251 . 

( 1 i i )  Fusldic  acid) 

This  compound  was  tested  for  blood  schizontocidal 
activity  prior  to  investigating  its  potential  use  in 
controlling  cytoplasmic  polyhedrosis  virus  in  our  mosquito 
colony.  Slight  antimalarial  activity  was  detected  against  N 
strain  (ED90:  >300  mg/kg  X  4  sc). 

( i v )  Nifedipine  (WR  255695  AE)  and  Dlltiazem  (WR  255693  AC) 
These  two  calcium  antagonists  had  been  identified  by 
workers  at  WRAIR  as  having  an  enhancing  effect  on  the 
activity  of  chloroquine  against  P. falciparum  in  vitro.  Prior 
to  investigating  this  aspect  in  vivo,  both  compounds  were 
tested  for  inherent  antimalarial  activity.  Nifedipine  was 
Inactive  at  100  mg/kg  and  Dlltiazem  hydrochloride  showed  only 


very  slight  activity  (EDgg:  540  mg/kg)  against  the  N  strain 
but  was  inactive  against  P . yoei i  i  ssp .  NS  at  100  mg/kg  X  4 
s  c  . 

( v )  Phenytoin  (WR  014044) 

This  compound  was  also  submitted  in  connection  with 
combination  studies,  although  the  hypothesis  advanced  was 
that  simultaneous  treatment  with  phenytoin  and  chloroquine 
would  result  in  antagonism  between  the  two  compounds.  Some 
blood  schizontocidal  activity  was  detected  when  phenytoin  was 
tested  against  the  N  strain  (EDgg:  150  mg/kg). 

3 • 4  Cross-resistance  studies 

Our  extended  studies  of  the  cross-resistance  patterns 
of  twenty-nine  different  sensitive  and  resistant  strains  of 
rodent  malaria  subjected  to  treatment  with  a  range  of  twenty- 
one  antimalarials  is  now  nearing  completion.  Data  from  blood 
schizontocidal  activity  tests  are  included  as  Tables  25  to 
103  and  complete  results  of  the  cross-resistance  studies 
completed  to  date  are  given  in  Tables  21  to  24. 

3 . 5  Drug  interaction  studies 

3.5.1  WR  014044  and  chloroquine 

As  a  result  of  the  clinical  failure  of  chloroquine  in 
the  treatment  of  P. falciparum  in  some  patients  receiving 
phenytoin,  the  hypothesis  had  been  advanced  that  an  inter¬ 
action  occurs  between  the  two  compounds  effectively  enhancing 
the  parasite's  resistance  to  chloroquine.  In  the  in  vivo 
rodent  model,  using  P.yoelll  ssp.  NS  strain,  this  did  not 
prove  to  be  the  case.  Indeed,  phenytoin  possesses  some  anti- 
malarial  activity  in  its  own  right  and  a  clearly  synergistic 
interaction  was  shown  when  chloroquine  was  administered 


simultaneously  (Figure  2  and  3). 


3.5.2  WR  255695  and  chloroqulne 


Combination  therapy  with  these  two  compounds  (Figure 
4)  produces  no  more  than  a  slight  enhancement  of  the  activity 
of  chloroqulne  against  the  NS  strain. 

3.5.3  WR  255693  and  chloroqulne 

Simultaneous  treatment  with  Diltiazem  hydrochloride 
aand  chloroqulne  has  little  more  effect  than  treatment  with 
chloroqulne  alone  in  the  in  vivo  drug  interaction  test 
( Figure  5 ) . 

3.5.4  WR  250547  and  WR  250548 

A  drug  interaction  test  was  performed  to  investigate 
the  possible  effects  of  administering  these  two  isomers  of 
the  floxacrlne  analogue  WR  243251  together.  A  high  degree  of 
synergism  was  obvious  with  this  combination  (Figure  6). 


Table  2.  Activity  enhancement  analysis  of  some  WRAIR 
compounds  combined  with  chloroquine.  Verapamil  data  are 

included  for  comparison. 


]  LON 

|  BN  No.  | 

WRAIR 

|  Dose  | 

i  i 

ed90  cq 

|  AE  I 

1 

12109 

| Verapam  i  1 

1  I 

hydrochloride|  -  I 

23 . 0 

| 

1 

1  1 

1  1 . 0  1 

28 . 0 

|  0.82 

1 

1  1 

|  3 . 0  I 

21 . 0 

|  1.10 

1 

1  1 

|  10.0  1 

12.5 

|  1.84 

1 

1  1 

|  30.0  j 

8 . 0 

|  2.88 

|2164 

| BL  51831| 

014044 

-  I 

27 . 0 

1 

1 

1  1 

!  l .  o  | 

23 . 0 

|  1.17 

1 

1  1 

1  3 . 0  | 

18.8 

j  1.44 

1 

1  1 

j  10.0  | 

14.2 

|  1.90 

1 

1  1 

j  | 

j  30.0  j 

7 . 6 

j  3.55 

1 

|  2142 

| BL  48656 ( 

255696  AE 

1  ~  1 

25 . 0 

1 

i 

i 

1  1 

|  3.0  | 

16.0 

|  1.56 

I 

l 

1  1 

|  10.0  1 

17.8 

|  1.40 

1 

!  1 

|  30.0  1 

17.5 

1  1.43 

1 

1  1 

o 

O 

15.5 

|  1.61 

i  - 
2113 

ior  i 

i  ~  w  *  t 

255693  AC 

1  1 

)  __  1 

21.0 

1 

1 

1 

!  1 

1  3.0| 

24 . 0 

|  1.00 

1 

1  1 

|  10.0  | 

24 . 0 

|  1.00 

( 

!  i 

j  30.0  1 

23.0 

|  1.04 

1 

1 

1 

1  1 

|  60.0  | 

16.5 

|  1.45 

i 
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SUMMARY  OF  BLOOD  SCHIZONTOCIDAL  (4  DAY  TEST)  DATA 
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SUMMARY  OF  BLOOD  SCHIZONTOCIDAL  (4  DAY  TEST)  DATA 


/  EDon  =  mg/kg  x  4  MTD  =  maximum  tolerated  dose 
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SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS  TABLE  (o 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME  (Bk  33252T) 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES  . 

FORMULATION  SQ/.lA^O  ROUTE  OF  ADMINISTRATION  :  SC/TP/RO/FV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .>)QO  MG/KG  X4:. 


Strain 

Uai ly  dose 

iSZKXfll 

■1 

mice 

o«oi 

5 

— 

loo  ±  0-0 

0-03 

5 

— 

9S-0±4.O 

N 

O  *\ 

5 

1 

— 

1*0  ±.  0*4- 

0-3 

5 

— 

0*01  -±0,01 

\  *o 

5 

— 

o 

0  ...  . 

io 

.  20- Co 

✓ 

1 

t 

i _ _ _ J 

ED50(range)  O.OS'fo.O^-O* 

jl3) 

EDgo(range)0.0g(0l04_0 

•2l) 

Resistance 

factor  I90,lO 

0-01 

5 

— 

1G><9  "i  lO<\ 

0-03 

5 

— 

15-1  ±  100 

— 859 

CM 

5 

1 

— 

3 >5  ±  0.8 

0-3 

6 

— 

0-O3±0,Ol 

1*0 

5 

— 

O 

IO 

OS 

7 

ED50(range)0 ,03(0,01- 0.( 

:-s) 

ED90(range)Q(Q^(o,04-O 

Resistance  factor  IgoO’9 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  7 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME  (BK  732.5*2^) 

OR  NUMBER  .  .?■]  .  PARASITE  (SUB)  SPEC  I ES  . 

FORMULATION  .Q./ ROUTE  OF  ADMINISTRATION  :  SCfflPefiT- 

MAXIMUM  TOLERATED  DOSE  (MTD)  3*J.OO  MG/KG  X  fr. 


j  Strain 

Dai  ly  "dose 
mg/kg  DO-D+3 

No.  of 
mice 

NO.  Ot 

■experiments 

Mean  control 
parasite  rate  % 

o  .01 

5 

±'57 

0'03 

5 

— 

SA*9  - 

Q 

o> ) 

5 

1 

— 

SO  '9  -  1  \  3 

5 

— 

-40*9  *  IA.7 

\'0 

S 

— 

0.03*0-01 

IO 

L'4- 

- 

ED50(range)0,05(o,o|_o,- 

yi) 

0 

E090(range)O,z(O,o5-  |. 

Resistance  factor  *gg  "2,5 

O'Ol 

5 

_ 

\0O  *07 

0-03 

5 

— 

100 

MB I 

o- » 

5 

1 

— 

48'S  ±  ISO 

0-3 

£=; 

- 

in 

! « O 

c: 

- 

0 

0 

)o 

1  (o- 

- f - 

ED50(range)O.\(o,O'3-  0\? 

0 

ED90(range)O,^(Ol|3_ 

P 

Resistance  factor  Ig0 

J 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  8 


COMPOUND  NAME  tJ3'2-52^) 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES  r£p.' 

FORMULATION  .ke^aSQ/Hp.  ROUTE  OF  ADMINISTRATION  :  SC/tf/PO/4-V- 
MAXIMUM  TOLERATED  DOSE  (MTD)  rti.Q.Q  MG/KG  X  fh 


Strain 

Uai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  of 
-experiments 

Mean  control 
parasite  rate  % 

iKial 

o  .01 

5 

— 

ioo  ±  1.5 

O  03 

5 

— 

(o0.4  ±  Ol 

NS 

0. 1 

5 

I 

- 

52-9  ±  3-5 

D>3 

5 

- 

3-4  ±  2-4 

1*0 

5 

— 

O 

10 

■  2.1-3 

E050(range)O(0^(0,C)3-.O 

.10 

.25) 

EDgo(range)0(ls(0l0l_0 

Resistance  factor  Igg  |,q 

0-01 

5 

_ 

\  CO 

003 

5 

— 

loo 

Art 

0.1 

5 

1 

— 

loo 

03 

3 

— 

202  +  10,0 

1-0 

5 

— 

+•  O’CA 

0 

IO 

23  3 

/ 

EDgoCrangeJo^Uo.lB-O. 

.2.5) 

EDgo(  range  )0.3l(033-O 

- 

3 

Resistance  factor  Ig02'S 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHiZONTOCIDES) 


TABLE  $ 


COMPOUND  NAME  (  E>l4^34C,-) 

OR  NUMBER  . .  JrQfA  .  PARASITE  (SUB)SPECIES 

FORMULATION  .£>  ROUTE  OF  ADMINISTRATION  :  SC/-FP7 

MAXIMUM  TOLERATED  DOSE  (MTD)  MG/KG  X  ft. 


Strain 


ED50(range)31o>(3l^_4i^ 


EDgo(range)^l9((3,^_9^ 


Resistance  factor  Iqq^q 


ED50(range)3'9(l'C3^|5,3) 
E[W  r.nge)^,5(<j,o-13)i&S 
Resistance  factor  Igg  2-Z) 


4-4  ±  1.3 


0<02.±  OOI 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  I O 

{BL000  SCHIZ0NT0C10ES) 

COMPOUND  NAME  ^  ^ 

OR  NUMBER  .  PARASITE  (SUB)  SPEC  I ES  .  !?: 


FORMULATION  ROUTE  OF  ADMINISTRATION  : 

MAXIMUM  TOLERATED  DOSE  (MTD)  >iQ.Q.  MG/KG  X  ff. 


SC/-H7PO/IV 


ED50(range)2,2(i.4-^5) 

EDg0(range)5,2(3-io-Ut^) 

Resistance  factor  IggO^ 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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COMPOUND  NAM 

OR  NUM8ER 

FORMULATION 

MAXIMUM  TOLE 

SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  11 

(BLOOD  SCHIZONTOCIDES) 

E  WR,  (BL3-134tO> 

.  ArP.M  .  .  PARASITE  (SUB1SPFCIES  .?^oeLu  S&p- 

_  :  k  '  o . ”••• 

.[^.^.0.?.Q/U2Q.  ROUTE  OF  ADMINISTRATION  :  SC/IP/Pfr/IV 

RATED  DOSE  (MTD)  3LQO.  MG/KG  X^T. 

Strain 

Daily  dose 
mg/kg  DO-D+3 

No.  of 
mice 

NoTof 

experiments 

msEamnmi 

5 

9b«9  ±  3-1 

3-0 

S 

— 

93  -9  ±  S-O 

NS 

\o-o 

5 

1 

— 

15-3  ±  S3 

30' O 

5 

- 

O 

0 

io 

2.i -s 

ED50(range)5i2(ll9^4.l) 

ED90(range)9iO(3,4-i2>6; 

Resistance  factor  Ig0|,O 

1-0 

5 

33-4  ±  80 

3-0 

5 

- 

±  10  •3 

ART 

\0-O 

5 

\ 

- 

58-3  t  12-0 

30'0 

5 

- 

)4S  3  43 

WHxSKRk 

IO 

23  S 

mtm 

ED50(range)^.3(2..9-2jO,d 

EDgo(range)4|io(lt.O-|ldS 

Resistance  factor  Igg^.^ 

) 

Principal  Investigator:  Professor  W. Peters 

Departjnent  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS  TABLE  12 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME  245  25  1  (BlUIOo) 

OR  NUM8ER  .  PARASITE  (SUB)SPECIES 

FORMULATION  .  ROUTE  OF  ADMINISTRATION  :  SC/tf/W 

MAXIMUM  TOLERATED  DOSE  (MTD)  MG/KG  X  H. 


Strain 

"  Ua~i  ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  of 
■experiments 

Mean  control 
parasite  rate  % 

pnWECTiBMIjBI 

O'l 

5 

— 

±4-0 

0  3 

S 

— 

N 

\-o 

5 

! 

— 

20>»  ±  k-G 

2-0 

5 

— 

\  •  5  i  0  3 

HRH|| 

\o 

2A.8 

ED50(range)  0.4-(o2-O.T 

) 

EDgo(range)  l.^(o 

Resistance  factor  IgQ  j,q 


Oil 

5 

— 

\00  i  (0  •  lo 

O  *3> 

5 

- 

80 Q.  ± 

N  noo 

\.o 

5 

1 

- 

18*2*  G>2 

s 

- 

0-04  ±  0.04 

\o>o 

5 

- 

O 

<i 

lo 

4.9 

f 

ED5Q(range)Q,5[Ql4,Q|-^) 
ED90(  range)'  ,q(q^  .  |  ,4) 
Resistance  factor  Igg 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


TABLE  13 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 

WR  f  BLai  I  00s) 

COMPOUND  NAME  _  V  ^  J 

OR  NUMBER  .Mr^. .  . .  PARASITE  (SUB)SPECIES 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/WPO/W 

MAXIMUM  TOLERATED  DOSE  (MTO)  .>.( LQ . .  MG/KG  X^*.. 


Dai ly  dose 
mg/kg  DO-D+3 


No.  of 
•experiments 


Strain 


No.  of 
mice 


Mean  control 
parasite  rate  % 


treated  PR^. 

n n » 


Control  PR% 


00 


O 


IOO  i3-l 


03 


103  ±  MS 


\*o 


08  ±  0-3 


3*0 


O 


\o«o 


O 


&- 


■=7*3 


ED50(range)Oi4(Ol3_Ol^l 


ED90(range)0l^(0lS.Otg) 


Resistance 

factor  Igo0>4- 

0*1 

5 

SS'4-±3*0 

0-3 

5 

— 

83-4  ±  2-4 

Kry 

\*o 

5 

) 

— 

Zl*4  ±1*8 

3>0 

5 

- 

i-O  ±  o*e 

\0'O 

5 

- 

O*ol  ±  O,ol 

d> 

to 

>e>.9 

f 

ED50(range)Ol5(O)4_o>^ 


EDgo(  range)  -2>j) 


Resistance  factor  Igg  0'^ 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  5  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


COMPOUND  NAME  (bL'2-IIOO) 

OR  NUMBER  .  JrPM . .  PARASITE  (SUB)SPECIES 

FORMULATION  .Ty ROUTE  OF  ADMINISTRATION  :  SC/4-P-/POt4-V 
MAXIMUM  TOLERATED  DOSE  (MTD)  >.*£>.. .  MG/KG  X  fL 


Strain 

Dai ly  dose 
•mg/kg  DO-D+3 

No.  of 
mice 

"No.  of 
•experiments 

Mean  control 
parasite  rate  % 

0*1 

s 

— 

99.4  *5*0 

0*3 

5 

— 

90. b  ±  3*1 

NS 

l-  O 

s 

1 

- 

\  ±0.4 

3-0 

5 

— 

0  *S  ±  O  *b 

0  - 

lO 

2LO.-2. 

ED50(range)O,s(OlZ_li(^) 

EDgo( range)  |  ,q(  0.4-1. 

Resistance  factor  IgQ  j,q 

0.1 

5 

— 

97. S  *  l.b 

0*3 

3 

— 

9l  •  5  ± 

akt 

1*0 

5 

1 

— 

t.l  ±  0*2. 

3.0 

5 

— 

0*2  ±  0*  \ 

\o*o 

S 

— 

0.0$  s  0.01 

0 

to 

too 

r 

ED50( range )o,b[0, -2_5  _),c 

ED90(  range) 

Resistance  factor  Ig(g  \ 

s) 

_ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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TABLE  15 


COMPOUND  NAME  ^  2SOS47  BL 

OR  NUMBER  .LOM.  .1-)! <?0 .. . .  PARASITE  (CUB)SPECIES  . 

FORMULATION  .  ./.tip. .  ROUTE  OF  ADMINISTRATION  :  SC/4WOT/ 

MAXIMUM  TOLERATED  DOSE  (MTD)  MG/KG  X  ft. 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  l(o 


COMPOUND  NAME  ^  250 5^3  BL  2<^35B 

OR  NUMBER  . .  V-P.*1.  £?0 . . . .  PARASITE  (SUB) SPECIES  . . 

FORMULATION  JW jO. . .  ROUTE  OF  ADMINISTRATION  :  SC/flYP6/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  >JP.\Q.  MG/KG  X . 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

NO.  Of 

mice 

NO.  Of 
experiments 

Mean  control 
parasite  rate  % 

Baa 

O-l 

S 

— 

93.' 1  t  AS 

0*3 

5 

t  S*S 

NS 

»*o 

5 

l 

— 

^2.1  ±  2  '3 

2-0 

5 

S23  t  ^.4- 

10*0 

5 

22*3  ±  9*2> 

0 

IO 

2G-2> 

En50(range)s.7(3,,o_  n.Q-) 

3) 

E090(rar,9e)  23.0(11.?,- 43. 

Resistance  factor  IgQ 

ED5Q(range) 

EDgo(  range) 

Resistance  factor  IgQ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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TABLE  \~J 


(  BL3 41=70) 

.  PARASITE  (SUB)  SPECIES  . 

FORMULATION  3Q.f  .B^O.  ROUTE  OF  ADMINISTRATION  :  SC/+PtW*¥ 

MAXIMUM  TOLERATED  DOSE  (MTD)  MG/KG  X  4. . 


Strain 

Dal ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

~No7“oT 

■experiments 

usion 

0'3 

5 

— 

^S-O  ±3>‘0 

\«  O 

5 

— 

05*9  -±3f.3 

N 

3-0 

5 

1 

— 

1*5  ±  0*3 

\CmO 

5 

— 

0-1=?  ±O*0S 

| 

to 

24*  2 

7 - 

ED50(range)  0.(,(oB-l*2) 

£D90(range)  2,o(  M-b-f) 

Resistance  factor  IgQ  |(q 

0'\ 

S 

— 

1 3*3  ±  ^3*0 

0«3 

5 

— 

b5'b±  Ib'l 

N  WOO 

VO 

5 

) 

— 

43.3  ±  13.3 

3.0 

5 

— 

8*1  ±  23 

\o-o 

5 

- 

l-Z. 

io 

4 ‘9 

7 

- 

ED50(range)Ol<t.(o,|  _  i.Z) 

ED90(range)2,5(o^-7i 

v 

> 

Resistance  factor  Igg  \v2.c 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


COMPOUND  NAME 
OR  NUMBER 

FORMULATION  . 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS  TABLE  IS 
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SUMMARY  OF  BLOOD  SCHIZONTOCIDAL  (4  DAY  TEST)  DATA 


SUMMARY  OF  BT.OOD  SCHIZONTOCIDAL  (4  DAY  TEST)  DATA 


maximum  tolerated  dose 


SUMMARY  OF  BLOOD  SCHIZONTOCIDAL  (4  DAY  TEST)  DATA 


SUMMARY  OF  BLOOD  SCHIZONTOCIDAL  (4  DAY  TESTj _ DATA 


MTD  =  maximum  tolerated  dose 


SUMMARY  OF  BLOOD  SCHIZONTOCIDAL  (4  DAY  TEST)  DATA 


SUMMARY  OF  BLOOD  SCHIZONTOCIDAL  (4  DAY  TEST)  DATA 
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SUMMARY  OF  ANTIMALARIAL  ORUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 
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COMPOUND  NAME 

OR  NUMBER  . . . .  PARASITE  (SUB)SPECIES 

FORMULATION  p. .  oquTE  OF  ADMINISTRATION  :  SC/'IP/P6/*¥ 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


ED50(range) 

EDgo( range) 
Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 
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OR  NUMBER  .  PARASITE  (SUB)SPECIES  £■. 
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MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  . . . 
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ED90(  range  )2Q.q(i2.5- 43.0) 
Resistance  factor  Inn 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 
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Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 
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Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAl  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 
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Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  37 

(BLOOD  SCHIZONTOCIDES) 
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Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 
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Strain 

Uai iy  dose 
mg/kg  DO-D+3 

NO.  of 
mice 

No.  Of 
experiments 

Mean  control 
parasite  rate  % 

UffiKHl 

3*0 

5 

- 

953  ±  2-1 

10-0 

S 

— 

tl-4  1  1-5 

m si 

30-0 

5 

1 

- 

51  *3  ±  9-2 

lOO'O 

5 

- 

n-s  t  4.1 

0 

iO 

2.3-5* 

ED50(range)|9.5(|0,5.4giO') 

EDg0(range)||Z(S9.O-us') 

Resistance  factor  IgQ 

3-0 

5 

— 

11-b  ±  S3 

10-0 

5 

G3-3  ±  5-0 

N\P5 

30 -O 

5 

\ 

__ 

49-5±  3-9 

100.  o 

5 

_ . 

40-2  i  £>-8 

0 

10 

9*3 

ED50(range)2t.o(9.i.go.o) 

EDgQ(range)5jO(l(5O.>(00( 
Resistance  factor  Igg 

:) 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

St 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  39 


COMPOUND  NAME 
OR  NUMBER 


Atvxocta 


OR  NUMBER  .  PARASITE  (SUB)SPECIES 

FORMULATION  .  Twe&oSO/H-P  ..  ROUTE  OF  ADMINiSTkA'iION  :  SC/W« 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . . . 


Strain 


ED  (range) 


>  loo 


EDgo(range)  »  (0O 


Resistance  factor  I, 


ED50( range) 
EDqn( range) 


Resistance  factor  I, 


loo  ±  1-3 


ICO  ±  5-2 


kS-l  ±  IO-3 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


TABLE  40 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME  WR  ^  («  3c,b«) 

OR  NUMBER  . .  L-PSJ .  .  PARASITE  (SUB)SPECIES  .  R 

FORMULATION  .  ROUTE  OF  ADMINISTRATION  :  SC/frP/PO/IV- 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai Iy  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  Of 
•experiments 

Mean  control 
parasite  rate  % 

O  >03 

S 

_ 

\0O  3  on 

0-1 

s 

- 

’Sl’bt  %'la 

PFMA 

0>3 

5 

1 

— 

34  -5  dr  ^33 

I'O 

3 

- 

70-3  ±132 

3.0 

5 

- 

57-3  ±15-2 

\o 

.  2.3 

i 

ED50(range)2,|(0,5_|0.S) 

>■) 

EDgo(range)^9t0(^0.^|0( 

Resistance  factor  IgQ 

0.03 

s 

— 

923>±5’b 

O-i 

5 

843  —  A-  ‘0 

P 

0-3 

3 

1 

— 

mmm 

V  O 

5 

— 

0 

3-0 

5 

- 

0 

0 

\0‘0 

ED50( range )  o.u(0'OG-  0> 
EDgo(  range)  Ol2s(o«l4-0 

Resistance  factor  Ig^ 

32) 

L?) 

°rincipal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  41 

(BLOOD  SCHIZONTOCIDES) 

COMPOUNO  NAME  A*4  (&3  3obt>3) 

OR  NUMBER  .IrPh1.  )7?Q.v .  PARASITE  (SUB)SPECIES 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/Pi^ 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Daily  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  of 
experiments 

BBMI 

0-03 

5 

— 

IOO 

0*« 

5 

99-4  t  5>\ 

B 

O  -3 

S 

\ 

— 

4-. 5  *  2*(d 

I'O 

5 

— 

3.0  dL  |.«2L 

3.0 

5 

— 

0 

$ 

\o 

.  9.-3- 

ED50(range)o.2^(cM2-O 

EDgo(range)0)41(o.2.1  ~0 

•82) 

Resistance 

factor  IgQ 

0.03 

5 

— 

\00  ±9-b 

O*  1 

5 

_ 

BIB 

0-3 

5 

1 

— 

2D  2  ^4-1 

i'O 

5 

— 

\2«1  ±  2S 

3-0 

5 

- 

O 

II  s 

ID 

S- 2 

EB50(range)o,^(o.|U-0.! 

=  5) 

EDgo(range)0<^(0l3)5_  |( 

Resistance  factor  Igg 

Principal  Investigator:  Professor  Vi. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  42 


COMPOUND  NAME  VcJB'  32S238  AO  ( B_>  3obb3)> 

OR  NUMBER  .*rPt9.  . . .  PARASITE  (SUB)SPECIES  .RfeSgW*. 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/IP/PQ/IV- 

MAXIMUM  TOLERATED  DOSE  (MTO)  .  MG/KG  X  ... 


Strain 

No.  Of 
mice 

NO.  Of 
experiments 

Mean  control 
parasite  rate  % 

0  *03 

5 

— 

2Q’!±5‘2> 

0*1 

5 

_ _ 

83*0  ±38 

ORA 

0-3 

If) 

i 

— 

mam 

1*0 

5 

— 

V5  ±  0*3 

30 

5 

— 

0<15  -  0*1 

| 

\o 

XI A 

t050(range)O,||(o,0t_o,1 

if) 

9 

EDgo(range)0i4(0l73„ 

Resistance  factor  IgQ 

0*03 

5 

too  ±  l'2 

O'l 

5 

— 

933*31 

0*3 

5 

\ 

— 

5<Z 

I'O 

5 

— 

IS*Oi  3*5 

3.0 

5 

— 

00^0.2 

wmmm 

\o 

334- 

- j - 

ED50(range)o,'!ib(o>\9-  0> 

so) 

ED90(range)Ol^(o,41-l, 

-9 

Resistance  factor  Ig9 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

5S 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  4-3 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME  2.' 2-S25S  AU  (  63 

OR  NUMBER  . .  kW.  v> .  PARASITE  (SUB)SPECIES 

FORMULATION  .Tw^.O.?Q/blp .  ROUTE  OF  ADMINISTRATION  :  SC/4f/fQ/I¥- 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

L)ai  ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

NO.  Of 

•experiments 

Mean  control 
parasite  rate  % 

umBamrm 

Control  PRT,WU 

0-03 

S 

__ . 

\00  ±5.fc= 

O't 

...  5  _  . 

18'0  ±  12.4 

msm 

0>3 

S _____ 

1 

- 

AA-.3  ±\\  A 

VO 

5 

— * 

30'S  tn. a 

3-0 

5 

- 

\4.\  ±  4-,^ 

os 

lO 

\A*9 

/ 

ED50(range)0l3)S(o,|^_  q, 

E090(range)2,4(  |,0  -  S 

Resistance  factor  Igo 

ED50(range) 

EDgo( range) 

Resistance  factor  Igg 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMAIARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  4-4- 


COMPOUND  NAME  3'2-<32.<S>2>  Ce:3 

OR  NUMBER  . UQH .  H.9.^ . . . .  PARASITE  (SUB)SPECIES 

FORMULATION  D. .  ROUTE  OF  ADMINISTRATION  : 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

NO.  Of 
mice 

hbii 

ism&MMamm 

005 

5 

— 

^5'1 

0-1 

5 

- 

NI& 

0*3 

5 

1 

- 

^5*5  ±  5  "4- 

\'0 

5 

— 

30*2.  ±  5*0 

5*0 

5 

- 

O.\S±0>03 

0 

IO 

.  '21’Z 

£D50(range)o.7q(Oi,_o^ 

0 

EDgo( range )  0, ^)5(0, _  ■ 

Resistance  factor  Igg 

E°50(range) 

EDgo( range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  45 


COMPOUND  NAME 

OR  NUMBER  .  .Pp.' .  PARASITE  (SUB)  SPEC  I ES  . 

FORMULATION  .^P./ii-p. .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

No.  of 
mice 

No.  Of 
experiments 

Mean  control 
parasite  rate  % 

umsaaMi 

1*0 

5 

— 

bO'(o  ±  io*8 

3*o 

5 

54.3  ±  1CM 

111119 

10*0 

5 

» 

_ 

±  9«b 

30*0 

5 

- 

t>*fc»  ±  2.*~? 

or 

lO 

9*3 

ED50(range)3.4(,,o_la.<i) 

EDgo(range)20.5(s.9.73^ 

Resistance  factor  Igo 

\*o 

5 

— 

lOO  ±  1-5 

3*0 

5 

39.5  ±  15*1 

KFV 

\0’0 

S 

1 

— 

30*0  ±  9*fc 

2)0*0 

5 

- 

0*0X1 0.0 

H  ■ 

10 

8-8 

4 

E°50(range)s.9(2.7_<j,£) 

ED90(  range)  10,5(4><5_ls.g) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

S3 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)  SPEC  I ES  . 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/TV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

”  NO.  Of 
experiments 

Mean  control 
parasite  rate  % 

1*0 

5 

— 

loo  *  fe-3 

3-0 

S 

- 

87*4  ± 

PFMA 

10-0 

5 

1 

— 

75*3  ±  12*9 

30-0 

5 

- 

S*8  ±4.2 

| 

lO 

7*3 

7 

ED50(range)9.5(4.7.ao.1J) 

ED90(range)70,s(|O,o  .4^ 

Resistance  factor  IgQ 

1  'O 

5 

— 

loo  ±  4-7 

3*0 

5 

85*1  ±  b*S 

NAM 

10*0 

5 

1 

— 

73*2  ±  2*\ 

30*0 

5 

— 

•  S  £  *3 '4s 

0 

IO 

1 1  *8 

ED50(  range  >15.5(5.5.35.^ 

ED90(range)45i0(lfe<0.100^ 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

S9 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  47 


COMPOUND  NAME 

OR  NUMBER  . .  W. .  PARASITE  (SUB)SPECIES 

FORMULATION  .T^riSO./Hp  ROUTE  OF  ADMINISTRATION  :  SC/WPO/IV 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . . . 


Strain 


ED50(range)23.0(M.0.9s> 


EDg0(range)22o(8s.o  .  fc4o} 


Resistance  factor  Inn 


ED50( range) 
EDQn( range) 


Resistance  factor  Ir 


<85-1  ±  IS'b 


38*8  ±  U-2. 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(3L00D  SCHIZONTOCIDES) 


TABLE  4S 


COMPOUND  NAME 

OR  NUMBER  .... .  PARASITE  (SUB)SPECIES  .?£{> 

FORMULATION  .  $9./ H  . .  ROUTE  OF  ADMINISTRATION  :  SC/HVKI/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO- 0+3 

No.  Of 
mice 

"No.  of 
•experiments 

Mean  control 
parasite  rate  % 

i-o 

S 

__ 

lOO  *  o-S 

3-o 

*5 

*31-4  t  9-S 

Qoas 

\oo 

\ 

- 

Sa.4*  *  13*1 

300 

5 

- 

t  l*fc> 

0 

IO 

3>*5 

/ 

ED50(rangc)9.5(s.9_  |4.0) 

E«Wran9e>afrO(l2*-3M?l 

Resistance  factor  Igg 

1*0 

5 

- 

S4-.4-  £  M'l 

3-0 

5 

- 

MPs 

100 

5 

1 

- 

2A-8  *  <»•$ 

3oo 

5 

- 

\.a  ±  0-4- 

$ 

IO 

100 

ED50(range)2.2(o*-5.$ 

ED90(  range)  9, 5(3.4. 2^.S 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMAIARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  49 


COMPOUND  NAME 

OR  NUMBER  .  .QV‘ MW. .  BQ-. .  PARASITE  (SUB) SPECIES  .P- 


FORMULATION  ROUTE  OF  ADMINISTRATION  :  5e/lf/P0^tV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . . . 


Strain 


ED5Q(range)fc0,o(44,Q.90)lj) 
ED9Q( range) op (0S,0.  (35) 
Resistance  factor  I™ 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  50 


COMPOUND  NAME 

OR  NUMBER  .QVIWR  jAQr .  PARASITE  (SUB)SPECIES 

FORMULATION  ."IwSfcO ROUTE  OF  ADMINISTRATION  :  -Se/iP/PO/iV 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


ED50(range)24s(\2S-4^6) 

ED9Q(  range )  Sg0 ( 43o  _l50(^ 
Resistance  factor  I™ 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


C3 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  5! 


COMPOUND  NAME 

OR  NUMBER  .  PARASITE  (SUB)  SPEC  I ES  .  P.^PJ 

FORMULATION  . .  .  ROUTE  OF  ADMINISTRATION  :  SO/-HVPO/TY 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . . . 


ssp 

•  •  r*  • 


ED50(range) 
EDon( range) 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS  TABLE  52 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  . .  PARASITE  (SUB)SPECIES  ^ 

FORMULATION  .  ) . .  ROUTE  OF  ADMINISTRATION  :  S€fHVPO/4¥- 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . . . 


Strain 

Hll 

No.  of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

3o-o 

5 

_ 

13*4  ±  U-9 

100*0 

S 

— 

t  V-b 

300-0 

5 

\ 

- 

£>oo*o 

S 

— 

3^.3  t  \2-4 

0 

\o 

to-o 

£D50(range)  2fc5(i|0-  lOSO) 

's 

0 

r> _ 

ED90(range)?SOQ(-5St)0.>, 

Resistance  factor  Igg 

3o-o 

S 

ioo 

\Oo-o 

s 

— 

34-3  *  \4.*2. 

ESI 

300- 0 

s 

1 

B4 3  ±  \\  S 

bOO'O 

s 

- 

39-0  ±  n-o 

& 

10 

3«S 

ED50(range)3tO(,4g.  SOC 

EDgo( range) 92s (3?S.  20 
Resistance  factor  Igg 

1) 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  53 


COMPOUND  NAME 

OR  NUMBER  PARASITE  (SUB)SPECIES  .  P* 
FORMULATION  .£>...  ROUTE  OF  ADMINISTRATION  :  SGtWPO/-^ 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


PFMA 


3o-o 

s 

\oo-o 

5 

3>oo*o 

S 

b  00-0 

s 

Resistance  factor  I 


ED50(range)225(||o  .37o) 

ED9q( range)  faOo(Z9S-i.02P) 
Resistance  factor  I^n 


(SRR7HHI 


t  4 -4- 


SSb  t  lo a 


12.0  t  S*1 


bi-4  ±  ioe 


ED50( range)  i05o(<*AO  -  4: 

too) 

EDgo(range)j15o0(^ao.rf| 

booo') 

loo  ± 


*}1-S  ±  143 


4§1  t  U4 


10  ±  2‘S 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  54 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  )&&&&&&*&  PARAS  I TE  ( SUB )  S  PEC  I ES  .  ?  .  S?»|> 

FORMULATION  .  /.^Q . .  ROUTE  OF  ADMINISTRATION  :  56/44/ PO/-f¥ 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai Iy  dose 
mg/kg  DO-D+3 

No.  of 
mice 

"No",  of - 

experiments 

Mean  control 
parasite  rate  % 

uasaaasMj 

30*0 

5 

ioo'O 

S 

— 

SAfvA 

3oo  *o 

S 

l 

- 

4A.8  *  \Q.<V 

too.o 

s 

— 

2‘*r  ±  2-3 

.ft  .  - 

10 

2A-A* 

ED50{  range )  2,S(  ISO  -3SO> 

EOgo(range)fcto(4fco.,ogl 

Resistance  factor  IgQ 

3o«o 

5 

- 

SA'cl  t  5*S 

'oo-c 

S 

— 

5o>  3i  ±  la-i 

MPS 

3oo<o 

5 

1 

- 

38-8  t  W-\ 

GOO-O 

s 

-r 

3G-4  ±  10«9 

9* 

!0 

10-0 

ED50(Mnge)l90(?1,o_S0^ 

ED90(  range) 3200 (1250-81 

S 

1 

voo) 

Resistance  factor  Ig^ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  55 


COMPOUND  NAME 

OR  NUMBER  PARASITE  (SUB)SPECIES  P^frsXiv.  . . 

FORMULATION  .  ROUTE  OF  ADMINISTRATION  :  S€t4TVP0/W 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

U 


SUMMARY  OF  ANT I MALARIAL  ORUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE 


COMPOUND  NAME 


OR  NUMBER  SW'M'R'fi?.  PARASITE  (SUB)SPECIES 

FORMULATION  TvJ.^'0.?Q  J.W .  ROUTE  OF  ADMINISTRATION  :  S^/PO/W 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED50(range)4a.o(52,o.-,. 

t*o) 

EDgo(range)l55(U5-2feOS 

Resistance  factor  Igg 

ED50(range) 

EDgo( range) 
Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


(=3 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  57 


COMPOUND  NAME 

OR  NUMBER  . !T^Vogo.N»£ .  PARASITE  (SUB)SPECIES 


FORMULATION  TT'Vffi?.  $9./  H  £>. . .  ROUTE  OF  ADMINISTRATION  :  SGrWPO/-*¥ 
MAXIMUM  TOLERATED  DOSE  (MTD)  19.9.  MG/KG  X 


Strain 


ED50(range)  |,c,(|,2  -  7,b) 
ED90(  range) 

Resistance  factor  Inn 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS  TABLE  5 3 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  .M£RX><?UiNfc .  PARASITE  (SUB)SPECIES  . 

FORMULATION  .?.Q/d-P. .  ROUTE  OF  ADMINISTRATION  :  S€fIP/PO/4V 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose  “ 

mg/kg  DO-D+3 

No.  Of 
mice 

No.  Of 
experiments 

Mean  control 
paras i te  rate  % 

imaill 

3-0 

5 

_ , 

IOO  ±  Z-b 

10*0 

5 

0 ±  O'b 

PFMA 

30 -O 

5 

1 

_ 

O 

100-0 

5 

-1 

O 

0 

io 

9.*? 

ED50(range)fo.o(5.2._  fe.9i 

EDgo{range)7.7(t,b  _g.g) 

Resistance  factor  IgQ 

3-0 

5 

_ _ 

51*  S  t 

10-0 

5 

— 

45  *2.  - 

NAM 

30-0 

5 

1 

— 

20.41  14 

loo  -o 

5 

- 

135  ±  39 

l  O 

19*5 

ED5o(range)4.l(2'0  - 12.0 

_ 

ED90(range)95.o(4liO_-1-a> 

s) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  59 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)  SPEC  I ES  . 

FORMULATION  .1 ROUTE  OF  ADMINISTRATION  :  SG/HYPO/4V 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Daily  dose 
mg/kg  D0-O3 

NO.  Of 
mice 

NO.  Of 

experiments 

Mean  control  ~ 
parasite  rate  % 

3-0 

S 

— 

bO-O  t 

10.0 

5 

_ . 

AO '8  —  (vb 

SAM 

30.0 

5 

l 

— 

24-0  ±  7-S 

100-0 

5 

- 

12-9  ±  3- A 

0 

IO 

2.0'  C? 

E050(range)  5.4(2,3 

ED90(range)|2?(bb.O_24o; 

Resistance  factor  IgQ 

3.0 

5 

— 

lOO  13-3 

lO'O 

5 

-  ■ 

98-2  ±  3-5 

MPS 

30-0 

5 

1 

- 

bb  -S  ^  lb 3 

100-0 

5 

- 

bO '"4  *  3-5 

0 

IO 

9*3 

ED50(range)fc3-0b°).O-  1381 

ED9q(  range)  |$q( <g^.0  _  4qo 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


12. 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  to 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES 

FORMULATION  .3>V?&0.?Q  /. B^Q.  ROUTE  OF  ADMINISTRATION  :  -SC/KYPO/*V 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


ED50(range) 

EDQn( range) 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


73 


SUMMARY  OF  ANTIMALARIAL  ORUG  TESTS 
(BLOOO  SCHIZONTOCIDES) 


TABLE  b\ 


COMPOUND  NAME 

OR  NUMBER  t. . . 
FORMULATION  . ?.Q /.B^Q . . 
MAXIMUM  TOLERATED  DOSE  (MTD)  .. 


.  PARASITE  (SUB)SPECIES  P» 

ROUTE  OF  ADMINISTRATION  : 

.  MG/KG  X  . . . 


Strain 

anal 

GBI 

ifl 

Misigwii 

0*3 

5 

Bi 

- 

loo  to-l 

l  ‘  O 

s 

— 

<£33  * 

M£fJ 

3*o 

i 

- 

\oo 

s 

- 

0  *b  *  0*4- 

300 

s 

- 

o 

lo 

103 

ED50(range)2.3(l.t,  -A-4) 

E090(range)4,8(3.-i_9,o) 

Resistance  factor  Igo 

io*o 

5 

— 

loo  ±  n-4- 

30  <0 

5 

— 

'44 

Q 

(jO’O 

<5 

i 

- 

40‘3i: 

ioo«o 

5 

— 

34-fc>  "L  13.-2L 

c* 

ID 

- /  ..  ■  - 

E0S0<ra"9e>SVo(y?-O-li 
EDgo(range)^0(^.n.  4,4 

Resistance  factor  Igg 

o) 

r 

Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  62 


COMPOUND  NAME 


OR  NUMBER  .  . . . . .  PARASITE  (SUB) SPECIES 

FORMULATION  .  . .  ROUTE  OF  ADMINISTRATION  :  SC/IIVfO/-IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE 

^ BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  .  . . . .  PARASITE  (SUB)SPECIES  P-yocUi  sSp 

F ORMU LAT ION IwPTi  . . . .  ROUTE  OF  ADMINISTRATION  :  SC/W-PO/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Uai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

ii—i 

mi 

\mss3msam 

0.3 

S 

94-  .^-k  13.4- 

1  ‘O 

— 

58S  ±  91 

Q<v\s 

3*o 

s 

1 

- 

44.8  t  t-S 

\o*o 

5 

- 

*t  4-4- 

30 -O 

S 

- 

aot  t  to 

0 

IO 

wsmm 

E050(range)2.^(  0.5.3.-^ 

1 

) 

ED90(range)30.o(l0,1_UJC 

Resistance  factor  IgQ 

10-0 

5 

— 

loo  ±  »*s 

30*0 

5 

. _ 

<33*1  ±  91 

mm 

&0'0 

5 

1 

■Bi 

100*0 

5 

- 

±10*8 

0 

iO 

*7*5 

ED50(range)i25(o,vo_n, 

si) 

ED90(  range )4fc0(340,  ^4 

Resistance  factor  I^q 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  £>4 


COMPOUND  NAME 

OR  NUMBER  . .MEPACKIN£. . . .  PARASITE  (SUB)SPECIES 

FORMULATION  /.H.p. .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/IY 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  of 

experiments 

Mean  control 
parasite  rate  % 

10*0 

5 

— 

lOO  ±3-9 

30.0 

5 

hhh 

e>2-t  ±  t.s 

MPS 

< aO'O 

5 

1 

bhhh 

83-4-  ±  9-5 

1  l 

— 

S 

— 

■7=7.3  ±  7-1 

$ 

IO 

7-3 

ED.0(  range  l3o,o(z^s.faoc 

/ov 

0 

* _ 

ED90(range)355o(lzSo.i 

Resistance  factor  IgQ 

»o-o 

— 

±  8*k 

500 

s 

- 

A-(o-$o  ±  (>•$ 

II 

<oO& 

5 

1 

39-31  t  *>*S 

IOOO 

S 

- 

30*8  ±  3-4 

II 

IO 

53 

ED50(range)25.S(|(,.S.?q 

') 

ED90(  range)  ^0(400 . 7,0 

00) 

Resistance  factor  Igg 

id  PR^ip 

rrw101 

±  2-3 
V  1  8-0 
5  ±  0’\ 


I  -  Ib'W 

I  1 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH1ZONTOCIDES) 


TABLE  (=5 


COMPOUND  NAME 

OR  NUM8ER  .  PYR9rS6.R'.W.£ .  PARASITE  (SUB)SPECIES  .P0??£3jte». 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/WW« 

MAXIMUM  TOLERATED ‘DOSE  (MTD)  . MG/KG  X  ... 


Strain 


ED50(range)  _  i.fe) 

ED90(  ran9e)  2-<o(  \  -  3-4) 

Resistance  factor  Ion 


lOO 


t  U,.t 


Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

7$ _ _ 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES  .  ?:  .... 

FORMULATION  Jy¥W.?P./ H  £  . .  ROUTE  OF  ADMINISTRATION  :  SC /TP/fO/W 


MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X 


Strain 


ED50(range)  1.4(0*  -  3.3') 


ED90(range)3.0(4^.25i; 


Resistance  factor  Inn 


ED50(range) 

ED9q( range) 
Resistance  factor  Ir 


19.1  t  4,b 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


^3 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  <ol 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES 

FORMULATION  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/i-V 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


E050(range)0.b(0,s.0l% 


EDgo(range)  (0.o,~\.Q) 


Resistance  factor  Inn 


ED50(range) 

EDgo(range) 

Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAl  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  fcS 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES 

FORMULATION  H^O.  ROUTE  OF  ADMINISTRATION  :  SFyTP/WW 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strai n 

"Uai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  or 
experiments 

Mean  control 
parasite  rate  % 

0-03 

5 

_ 

SG.i  ±  5.-2 

o.\ 

5 

— 

72.  b±  127 

N  \7fo5 

O  .3 

5 

1 

— 

29-3  ±  97 

t<o 

5 

— 

2A.4i  U-5 

IO 

14-.4- 

O 

ED5Q(range)  o.2l(0.O9-  0 

>  L) 

9 

ED90( range)  \  ,2(0.5  -  i. 

Resistance  factor  Ig0 

1 

nr  . 

Lu50Vr,nge, 

EUgo( range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  (=3 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES  . 

FORMULATION  .  l*W50.  SQ/.HjQ  ROUTE  OF  ADMINISTRATION  :  S€/IP/PO/iV- 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED50(range)0iOl5(OtOoS 

-O.OBS^ 

EDgo(range)  0,13(0  (043 

4^ 

? 

0 

1 

Resistance  factor  IgQ  \  ,  Q 

—  50(^'‘je)Q, QSI^Q, Q\S  _  o>0%) 
ED90(  range)  0x^(Qt0bfa  _  035^ 
Resistance  factor  Ig q  \ 


\00  ±  03 


95'^  ^  3S 


3^3  l  G*0 


lb*t>  *  33 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMAIARIAL  ORUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  70 


COMPOUND  NAME 

OR  NUMBER  . .  _  PARASITE  (SUB)SPECIES  . 

FORMULATION  .  ROUTE  OF  ADMINISTRATION  :  5€/IP/fe/*Y 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  D0-D+-3 

No.  of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

0.003 

5 

9b>2  ±  5*8 

0.01 

5 

— 

88 '4  ±43 

SPN 

O' 03 

5 

\ 

— 

22-0  ±1*4 

O  «  1 

5 

— 

41 .2.  ±  8*9 

0'3 

5 

— 

13.2  ±  4.3 

** 

\o 

\l-(o 

ED50(range)Ol0t(o,O<2--C 

>.R5) 

I'O 

EDg0(range)O,3l(o.\lS- 

Resistance  factor  Igg  *2., 8 

0  >003 

5 

- 

93  >0  ±  44 

o>  01 

5 

— 

98*0  ±  PS 

N  5  1708 

O' 03 

5 

I 

- 

lb*9  ±  U9 

O  >  1 

5 

— 

3 fc>*2±  113 

0.3 

5 

- 

5.5  ±  So 

II 

lO 

29.0 

j  LU50^range)0.0|o^-(o.04-Z  - 

EDgo(  range ) 0.2.1  (o.lB,5 -C 

;  0-9Z) 
:>3) 

Resistance  factor  Igg  ( , 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

S3 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  71 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB) SPECIES 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  Sfr/IP/PO/iV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 

No.  of 

No.  of 

Mean  control 

mg/kg  DO-D+3 

mice 

■experiments 

parasite  rate  % 

Control  PRr*^ 

0*003 

5 

— 

9S*4  ±0H 

0*01 

5 

— 

94-0  ±  2.4 

NS  Ht5 

0*03 

5 

\ 

— 

34-1  ±9*0 

o*\ 

5 

— 

59*3  ^45-3 

0*3 

5 

- 

'0*5  ±  4.5 

\o 

29*0 

_ _ _ 

ED50(range)0i035(0)06S 

-  0.2.4-) 

EDg0(  range)  0,^-3,  (0,7.5  — 

>•0 

Resistance 

factor  I9033 

0.003 

5 

— 

93-2  +  23 

0  •  O  1 

5 

— 

S5‘5  ±5-5 

mm 

0-03 

5 

1 

— 

S91  ±  R-i 

0 . 1 

5 

— 

n.2.  ±  \2*3 

O  *3 

5 

- 

03  i  0.4- 

O 

5 

- 

O 

0 

IO 

29-0 

..  .. 

ED50{  range)  Qi01^O(Ol|  _ 

CDOSb) 

EDgo(  range  )0,0^(0i04._ 

Resistance  factor  IgoO'l1 

J 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  72 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  . .  .  PARASITE  (SUB)  SPEC  I ES 

FORMULATION  .  £>. .  ROUTE  OF  ADMINISTRATION  :  SO/IP /P6/fV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

NO.  Of 
mice 

“No.  of  ' 
experiments 

Mean  control 
parasite  rate  % 

0*03 

5 

i  3*4 

O'  1 

5 

— 

08  ±  0*4 

SAM 

0*3 

5 

1 

- 

O 

l  ■  O 

5 

- 

O 

| 

io 

2.3-2. 

ED50(  range )  0.00l(o.004  -  0. 

o\) 

0) 

eo90(  range)  0‘03(o>OZ~(M 

Resistance  factor  IgQ 

0-1 

5 

— - 

0-3 

5 

0.04  io.o: 

\AP  s 

1-0 

5 

1 

- 

O 

3-0 

5 

- 

O 

_  0 

IO 

9-8 

ED50(r-ange)0.07(0,05.0,,> 

EDg0(  range )q,j 2,(0 <09  -  0<J 

to 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  73 


COMPOUND  NAME 

OR  NUMBER  . ftfctt'VsTWMVrtf .  PARASITE  (SUB) SPECIES  .??. 

FOP.MULATION  8Q./Hp. . . .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/** 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . . . 


ED5Q(range) 

04?) 

EDgo( range)  0*0fe(o*05~0i 

Resistance  factor  Igg 

JEiSJUiiJ! 


t2-5  ±  «0-T 


1*1  t  1*0 


ED50(range) 

EDgo( range) 
Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  74 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  .  E . .  PARASITE  (SUB)SPECIES 

FORMULATION  .Tv^O.  §9./ H ZQ .  ROUTE  OF  ADMINISTRATION  :  SC/WfW*V 
MAXIMUM  TOLERATED  DOSE  (MTD)  MG/KG  X  4 . 


Strain 

No.  of 
mice 

NO.  Of 

experiments 

Mean  control 
parasite  rate  % 

ismsamsm 

0-3 

S 

_ 

■?2-9  ±  4.0 

1-0 

5 

54-8  1  1 2.1c 

mm 

3*0 

5 

1 

_ _ 

20-7  ±  1VC 

10-0 

5 

— 

2-3  i  1*7- 

30-0 

5 

— 

O-Ob  ±  0.0- 

| 

IO 

<5-5 

ED50(range)o.8(o.4_ 

ED90(range)3.7(2. 0-^.2) 

Resistance  factor  lgQ 

0-3 

5 

_ 

87-9  ±  4-4 

1-0 

5 

35-4  tS-5 

kF  v 

3-0 

5 

l 

— 

73-2  i  b-"? 

10-0 

5 

— 

59-8  1 124 

30-0 

5 

- 

20-0  £  U>4 

II 

IO 

11*4- 

ED50(range)  74,(3.*,  >  25S! 

EDgo(range)57.0(27.0-l9q! 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  75 


COMPOUND  NAME 

OR  NUMBER  F>9.x.'*£ .  PARASITE  (SUB)SPECIES  .E\be/P^e\ 

FORMULATION  B.  £>.  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/-I-V 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

NO.  Of 

mice 

liraiETSBtttWM 

0*3 

5 

_ _ 

1*0 

5 

o 

PFMA 

3-o 

5 

1 

o 

10.0 

5 

— 

o 

30-0 

5 

_ 

o 

_  0 

iO 

■  ION 

ED50(range)  <  0-3 

EDgo( range)  <  0<2> 

Resistance  factor  IgQ 

0*3 

5 

— 

o 

1-0 

5 

o 

NAM 

3-0 

5 

I 

— 

o 

10-0 

cr. 

S 

- 

o 

30-0 

5 

— 

o 

0 

io 

9.0 

ED5Q(range)  <  0-3 

rrDg0(  range )  <0-3 

Resistance  factor  Igg 

Principal  Investigator:  Frofessor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  l<o 


COMPOUND  NAME 


OR  NUMBER  .  PARASITE  (SUB)SPECIES  . 

FORMULATION  .Tw?£P.£Q /.H-p  ROUTE  OF  ADMINISTRATION  :  SC/IWO/IV 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


ED50(range)  <0.3 
ED90(  range)  <0.^ 
Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMAIARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  77 


COMPOUND  NAME 

OR  NUMBER  . .  .  PARASITE  (SUB)  SPEC  I ES  .  .<££■ SSp. 

FORMULATION  . . .  ROUTE  OF  ADMINISTRATION  :  SC/IP-/P0/HW 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 


50' . -'S/ 


EDgo( range)  <  0.^ 


Resistance  factor  I, 


ED50(range) 

EDgo( range) 
Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  78 


COMPOUND  NAME  0  *  3) 

OR  NUMBER  PARASITE  (SUB)SPECIES  . 

FORMULATION  X^^.$.Q/.tAp. . .  ROUTE  OF  ADMINISTRATION  : 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

No.  of 
mice 

■ 

9 

O'OB 

5 

__ 

n-2  ±  i-2 

O'l 

5 

A- *2>  0*9 

0-3 

5 

_ 

O.S  ±  o-3> 

\  *o 

5 

— 

O 

IO 

1(^*9 

ED50(range)o.ot(o.oob-O*< 

q  G 

r\  O 

E090(ran9e)0.05.(0,03_0, 

Resistance  factor  IgQ 

ED50( range) 

EDgo( range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  79 


COMPOUND  NAME  (  »  ^ 

OR  NUMBER  PARASITE  (SUB)SPECIES  . 


FORMULATION  ROUTE  OF  ADMINISTRATION  :  SG/IP/W** 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED..Q(range)  2-3(0, 9-  b-to) 

EDgo(  range) 3^.0(120-95.0 

Resistance  factor  Inn 


Principal  Investigator:  Professor  W. Peters 

Departinent  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

92. 


COMPOUND  NAME 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 

(I  :  3) 


TABLE  So 


OR  NUMBER  :  .S.V'r?ClP.ci*,.,f?e  PARASITE  (SUB) SPECIES  .  Ssp. 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  S€yiP /W*V 


MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . 


Strain 


ED50(range)  <0-03 


EDg0( range)  ^0.03 


Resistance  factor  I, 


ED50(range) 

EDqn( range) 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTGCIDES) 


TABLE  SI 


COMPOUND  NAME  0*3) 

OR  NUMBER  *«!«*:*  WWi*.  PARASITE  (SUB)SPECIES 

FORMULATION  80 ROUTE  OF  ADMINISTRATION  :  SG/IP/fO/tV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Uai ly  dose 
mg/kg  D0-D+3 

No.  of 
mice 

NO.  Of 
■experiments 

Mean  control 
parasite  rate  % 

0*03 

5 

53-8  ±  H-8 

CM 

S 

■ mm 

ESB9 

mm 

0*3 

s 

) 

- 

O 

1*0 

5 

- 

o 

3.0 

S 

- 

o 

0 

\o 

9-3 

^50^ran^e^O*O2>(o>o'Z-  0*C 

4) 

Ob) 

EDgo(  range)  0 .0s(0 .0*  .  0 

Resistance  factor  IgQ 

0.03 

5 

- 

±  loo 

0.1 

5 

- 

O-fc,  ±  0-5 

mps 

0-3 

5 

\ 

- 

o.oz?  to.o: 

1  .o 

5 

- 

o 

5 

- 

o 

0 

t© 

7-s 

i 

|  EDC0(range)OlOt(O(O3>  _0| 

ED9o(range)O.|o(0.O5-O« 

,iO 

8) 

Resistance  factor  Ig^ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  32 


COMPOUND  NAME 


OR  NUMBER  .  IV .  PARASITE  (SUB)SPECIES 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/If 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


ED50(range)53.o(l5,o,1|()) 

EDS0(  range)  1000(2.80  ->  lOOo) 

Resistance  factor  Inn 


I  r'V"C<"pol<xTf’<i  1 


Principal  Investigator:  Professor  '.'.Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  L  lropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  S3 


COMPOUND  NAME 

OR  NUMBER  .  PARASITE  (SUB) SPECIES 

FORMULATION  .  /.H  p. .  ROUTE  OF  ADMINISTRATION  :  SC/FF/PO/H 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

NO.  Of 

mice 

”  No.  of 
experiments 

Mean  control 
parasite  rate  % 

tsmsamam 

0*3 

5 

— 

17.4  ±  p  1 

1-0 

5 

— 

49-8  1  Uvt 

KF'/ 

3*0 

5 

1 

— 

45-9  ±  5-8 

\o*o 

5 

— 

42  <5  *  A-9 

| 

IO 

13-3 

E050(>-ange)2.o  (0.rs-8.C 

>) 

l^e^jpcAoVeA  ^ro^U’iaxUvj 

ED90(range)7O.o(io<o^!>U 

Resistance  factor  IgQ 

0*3 

5 

w 

412  *  l\-5 

t-o 

5 

— 

150  ±  5-5 

PFMA 

2>-0 

5 

1 

— 

k<0  ±  00 

10.0 

5 

- 

l  *9  O’(o 

0 

IO 

17-9 

/  ■ 

ED50( range )0<2(0.,  ..  0.3) 

EDg0(  range)  \  »  3^,5) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES  T?.* 

FORMULATION  .  .?0/.  H .  ROUTE  OF  ADMINISTRATION  :  SC/44W/*V 


MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . . . 


E050(range)  q,2S(q  -2  -  0-4 

ED9Q(  range)  2,s(  \,%  -  A.l) 
Resistance  factor  Inn 


Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  95 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES 

FORMULATION  /.  ROUTE  OF  ADMINISTRATION  :  SC/*P/PO/*V 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . . . 


EDc0( range) 

EDgo( range) 

Resistance  factor  Igg 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  Sfe 


COMPOUND  NAME 


OR  NUMBER 
FORMULATION 


.Mfcrtqc.-roN£ .  PARASITE  (SUB)SPECIES  .  8 

ROUTE  OF  ADMINISTRATION  :  SC/4-fYPO/jV 


MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X 


ED.^range^.a^s  _  ^5} 
ED90(range)2ts(ltS  . 
Resistance  factor  Inn 


831  ±  fc-O 


±  ■TS 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  27 


COMPOUND  NAME 


OR  NUMBER  . . . . .  PARASITE  (SUB)SPECIES 

FORMULATION  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PQ/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . . . 


Strain 


ed50( ran9e)  3oo(.  ISO  -  5ooi 
EDgo( range) 3^o0(2aoo  _  <Jooo) 

Resistance  factor  Inn  I 


ED--<ranTO)0.8(0,5  _ 
ED90(range)fc.0ft.s  . 
Resistance  factor  I^n 


S0‘3  *  res 


b.8  ±  S8 


0-03  ±  0-03 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


loo 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  38 


COMPOUND  NAME 


OR  NUMBER  .MEfVOCTOtffc. . . .  PARASITE  (SUB)SPECIES 

FORMULATION  .  IWWn  .$0  ROUTE  OF  ADMINISTRATION  :  SC/TO 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


ED50(rjnge)o.5(Q,2-  2-3) 
FD90(  range)  23 (m  -  \Q  ^ 

Resistance  factor  Inri 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  S3 


COMPOUND  NAME 

OR  NUMBER  . .  .  PARASITE  (SUB)SPECIES  . 

FORMULATION  T*tffc\SQ/.B.jp. . .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/-I-V 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Daily  dose 
mg/kg  DO-CH-3 

No.  Of 
mice 

No.  of 
experiments 

HH 

O'l 

5 

- 

±  4 1 

0*3 

5 

m 

701  ±  11 

SAM 

t*0 

S 

1 

Sll  ±  b-fc. 

3-0 

5 

- 

1  b*  1  i  (>*3 

10*0 

5 

0*3  t  0*2. 

0 

IO 

* 

H--5 

• 

ED50(range)  o*s(o.2  -  1*4*) 

ED90(range)2.O(o*l-S-bV 

Resistance 

factor  Igo 

0\ 

S 

— 

lOO  tb-fe 

0*3 

5 

— 

lv\PS 

1*0 

*$ 

1 

— 

77-*V*»0-t> 

3o 

5 

- 

1*3  *  0‘b 

10*0 

S 

- 

O«03  i  0*02 

of 

IO 

4>*4- 

- r - - - 

|  ED50(range)  l.o(Q.b- 

- 

ED90(  range)  2.2(1. -i  -4*3 

> 

1 

- 

Resistance  factor  I^q 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAl  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  90 


COMPOUND  NAME 

OR  NUMBER  . .  .  PARASITE  (SUB)SPECIES  .*?p. : 

FORMULATION  .  .  ROUTE  OF  ADMINISTRATION  :  SC/WPO/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 


ED50(range)  l.o>(0’2  -2*3) 


ED90(range)M(\.^  -  4.b 


l\ 


Resistance  factor  I, 


FD_ - ( ranee ) 

JO'  ~  ' 


EDqn( range) 


1  15-0 


^•fc>  "t 


0«OS  *  0*0 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Departinent  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  ORUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  91 


COMPOUND  NAME 
OR  NUMBER 


PARASITE  (SUB)SPECIES  R>}*. fi'gef.'&SiS 


FORMULATION 


Tvye^ASO/Hl^O..  ROUTE  OF  ADMINISTRATION  :  S C/WPO/fry 


MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED50(range)O,9(o,^.  j.g') 


EDgo(range)3.2(i,-2-  fe.f) 


Resistance  factor 


EDr„( range) 
EDqn( range) 


929  ±  5-8 


8S  b  ±  7- » 


12- +  ±  4-4 


S-7  *  2  2 


\*0  ±07 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


lo4- 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  9)2 


COMPOUND  NAME 

OR  NUMBER  . .  .  PARASITE  (SUB)  SPEC  I ES  . 

FORMULATION  H  p.  ROUTE  OF  ADMINISTRATION  :  SCAHV-PO/4V 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


o. 


Strain 


grange) 


EDgo( range)  0.5(0^-  »*0 


Resistance  factor  Inn 


CM 

5 

0-3 

5 

1  ’  o 

5 

2>-0 

S 

0 

\o 

ED5Q(range)0.25(o.lS-Q'4-) 

^.9QV,'jnse)0|4s^0)^  =lq^\ 
Resistance  factor  loo 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  93 


COMPOUND  NAME 

OR  NUMBER  . .  PARASITE  (SUB)SPECIES 

FORMULATION  .  .%Q /.\A  pi  ROUTE  OF  ADMINISTRATION  :  SC/4W* 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


■*50 ( ran9e ) o  ,2S( 0  •  \  S  —  0  3' 


EDon( range) 


0-5^o. 3-  o.^jl 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  94 


COMPOUND  NAME 
OR  NUMBER 


OR  NUMBER  . .  .  PARASITE  (SUB)SPECIES 

FORMULATION  .  .7>V.e.c.O  .?9. /B^Q  ROUTE  OF  ADMINISTRATION  :  SC/W/Ff 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


ED5Q(range) 

LUqn( range; 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  95 


COMPOUND  NAME 

OR  NUMBER  . .  .  PARASITE  (SUB) SPECIES  . 

FORMULATION  .A £.Q /.  H  £>.  ROUTE  OF  ADMINISTRATION  :  SC/-EP/P QftV 
MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  . . . 


ED50(range)5,3(2,5.24<s^ 

Uu9Q^rdngG)28-QUS-Q-  >351) 

Resistance  factor  I™ 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)  SPEC  I ES  . 

FORMULATION  .T^e^n  $Q/.H20.  ROUTE  OF  ADMINISTRATION  :  SC 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


ED50(range)fe,4(3,^.i3,o) 
ED9qV  range  j(S,5(9il  - 
Resistance  factor  I™ 


2-t  t  \-2 


0-021  0-02 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


109 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  97 


COMPOUND  NAME 

OR  NUMBER  .  PARASITE  (SUB)SPECIES  .P: 

FORMULATION  ^  J •  1 1  ROUTE  OF  ADMINISTRATION  :  SC^IP/PO/P/ 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


ED5Q(range) 

^ggV  range ) 
Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


no 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  9% 


COMPOUND  NAME 

OR  NUMBER  .  '.•>>. .  PARASITE  (SUB)SPECIES  .T!‘^Q?Uv  SS^ 

FORMULATION  £>. .  ROUTE  OF  ADMINISTRATION  :  SC/-HVPO/IV 


MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


experiments 


iraEUETfaa* 


PAPS 


10-0 


2>0*0 


100*0 


ED50(range)5.fa(3),5.s.2^ 

EDgo(range)20,0(  |2,5 . 2q>,  j) 

Resistance  factor  Inn 


SArv\ 


lo-o 


3o*o 


100-0 


ED50(range)lo,o(?.A-^ 

ED90(range)32.O(zi,O-S^.C 

Resistance  factor  Inn 


t>5*2  t  3-2. 


30.  G  +  \4-.\ 


TS  ±  M 


oat  o«2. 


\o.3 


•BG-O  t  4--B 


55-5  *  »3I 


1S*3  ±  3-9 


Cv  A-  ±  0-7. 


2S’  I 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hvgiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  99 


COMPOUND  NAME 

OR  NUMBER  .  C’WWP.Wf  l*H. .  PARASITE  (SUB)SPECIES  .*Sf> . . 

FORMULATION  .$Q  |.&p .  ROUTE  OF  ADMINISTRATION  :  SC/WH 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

No.  of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

3.0 

s 

- 

82*8  ±  1Z.S 

10-0 

5 

- 

bb*4±  \9Z 

QMS 

30-0 

S' 

( 

- 

lO*2>  t  4.1 

100*0 

b 

- 

0*k  ±  0-3 

0 

IO 

( 0  ■  (0 

EDsoCrange)  10.0(5  Z  -  22 

) 

ED90(range)3v.o(lt.5_lo,c 

Resistance  factor  IgQ 

ED50( range) 

ED90( range) 

Resistance  factor  IM 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


HZ 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  IOO 


COMPOUND  NAME 


OR  NUMBER  .  .  PARASITE  (SUB)SPECIES  . 

FORMULATION  .  .  ROUTE  OF  ADMINISTRATION  :  SC/-IP/PO/TV 


MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


imsaaafl 


NIG 


10-0 


30-0 


too  <o 


k$9  ±  15-1 


S5-1  ilM 


5. 2  ±0-9 


1-4  t  0.1 


ED50(ranga)8.o(3.2_^.3) 


ED90(range)2S.5(u.8_Sp?.i 


Resistance  factor  Inri 


E 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  |01 


COMPOUND  NAME 

OR  NUM8ER  .  . .  PARASITE  (SUB)  SPEC  I ES  .  JPikScjfwu 

FORMULATION  .  Jw««89. /H^. . .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PQ/4V- 
MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 


ED50(range)7.s(AA  _ 

i) 

ED90(range)l8.5(lo,i.^( 

Resistance  factor  IgQ 

\4.S 


±  \\‘<o 


k-S  ±  i-2> 


3  •  I  t  O*^- 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  102 


COMPOUND  NAME 

OR  NUMBER  . .  PARASITE  (SUB)SPECIES  ,P\^oe)uuss.£ 

FORMULATION  .  !'f^.?.9./.lA.2Q . .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO /Ff 
MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 


EDspt'-aigelg.g^.-, 

ED90(  range  )a8,0(|8,2.(>0,t 
Resistance  factor  Inn 


Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  103 


COMPOUND  NAME 

OR  NUMBER  f . . .  PARASITE  (SUB)SPECIES  i 

FORMULATION  .7? 1  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PP/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Uai iy  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  of 
■experiments 

Mean  control 
parasite  rate  % 

3.0 

5 

- 

loo  ti-t 

10*0 

5 

Aa-a  ±  io*o 

NIG 

so-o 

S 

1 

- 

1-0  ±  ^ 

4)0-0 

5 

- 

3-3  t  H 

100-0 

5 

a.3±o«a 

lo 

2S-4- 

_ 

ED50(range)t-,.3(t-7_.^o^ 

) 

O) 

Resistance  factor  IgQ 

.. 

ED5Q(range) 

EDgo( range) 

Resistance  ractor  Igg 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

i  I  (c 


APPENDIX  3 


DRUG  INTERACTION  STUDI 


U1 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 

WR  01404-4-  6L  5»83| 

UDN  2.14?-^  PARA^  ITF 


TABLE  104 


COMPOUND  NAME  w  ^ 

OR  NUMBER  .M?M  .  PARASITE  (SUB)SPECIES  ! 

FORMULATION  T'V?£t*?P./B.£?.  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/IXV 
(MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 


Mean  control 
experiments!  parasite  rate  % 


ED50(range)3o,0(o)iS_.Uo') 


EDgo( range)  l5Q(  \9<0-  550 


Resistance  factor  Inri 


ED5Q(range) 
ED^n( ranae) 


t  71 


±  \.o> 


^3-0  ±  4.3 


SO-fc>  ± 


Resistance  factor  \, 


Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  105 


COMPOUND  NAME 

OR  NUMBER  .  PARASITE  (SUB) SPECIES  .B. SJP.oUL  ssp 

FORMULATION  £p.  /. H p.  ROUTE  OF  ADMINISTRATION  ;  SC/fP/fWV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  Of 
■experiments 

Mean  control 
parasite  rate  % 

Treated 

C5Ht?5TTRrlU0 

3-0 

5 

- 

fcO-5  ±  3*3> 

10-0 

S 

1«>S  ±  5-5 

NS 

30-0 

s 

1 

- 

1Z-S  ±  1-5 

bO-O 

s 

- 

(d-A  ±  1-3 

lo 

2.S-S 

/ 

ED50(range)3-2(l.5-S-8S) 

5} 

EDgo( range )21>0(l^5_  4$, 

Resistance  factor  Igo 

i 

ED50( range) 

EDqo(  ranoe) 

- 

Resistance  factor  Igg 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

i2o 


SUMMARY  OF  ANTIMALARIAL  ORUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  loO 


COMPOUND  NAME 

OR  NUMBER  PARASITE  (SUB)SPECIES  .  . 

FORMULATION  / }A p. .  ROUTE  OF  ADMINISTRATION  :  SC/-HYP&/H 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai  ly  dose 
mg/kg  DO-D+3 

No.  ot 
mice 

um&irani 

1.0  «■  3-0 

5 

__ 

si  o  ±  <oA 

3.0  -*  3.0 

s 

— 

79-4-  ±  g-s 

NS 

10*0  -*■  30 

s 

1 

- 

57-2.  ±  9.3> 

3.0-0  *  30 

s 

— 

3-27  ±  10-1 

lo 

23 --a 

- T 

E050(range)  a.o(l.S  -  1I,S) 

) 

EDgo(range)^.0(3G(0 

Resistance  factor  IgQ 

1*0  +  loo 

s 

3*7  ±  '-7 

30  lO'O 

s 

_ 

9.0  t.  t-9 

NS 

10.0+  IOO 

5 

1 

— 

7  -9  ±  2-S 

30.0  +  (O'O 

S 

- 

1  -S  -  0*5 

0 

IO 

ED5Q(range)  <0)^ 

EDo0(  range) 7.3(0. 7  -  1C.'?) 
Resistance  factor  Igg 

1 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(8L000  SCHIZONTOCIDES) 


TABLE  1 07 


COMPOUND  NAME 

OR  NUMBER  LON  21  fc>4 .  +  PARASITE  (SUB) SPECIES 

FORMULATION  £p/Hp. . . .  ROUTE  OF  ADMINISTRATION  :  SC/WPO/TV 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  D0-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  %  1 

treated  PR%vln, 
Control  PRrl0t 

l«0  ♦  3.0-0 

5 

Io«0  ± 

3-0  300 

S 

— 

3*8  ±  ».5 

MS 

10*0  300 

5 

1 

- 

2'S  l  1-0 

300  300 

5 

- 

0-1  ±  o<z 

$ 

IO 

23-8 

' 

ED50( range)  <0,v 

€. 

EDgo( range)  os(o-2  -  IB) 

Resistance  factor  IgQ 

\«o  *  to  o 

s 

- 

S  *3>  -1*1 

3«0  *♦  too 

s 

— 

2-^  ±  0*8 

NS 

10-0  H  to.o 

5 

1 

- 

2.1  -t  M 

300  -♦  too 

S 

- 

o*s  *t  o*a 

0 

IO 

ED50( range)  <0.^ 

ED90(  range  )Q, 4(0.2  -  \-2 

N 

i' 

Resistance  factor  I 


90 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


122. 


SUMMARY  OF  ANTIMALARIAl  DRUG  TESTS 
(8L000  SCHIZONTOCIDES) 


TABLE  108 


COMPOUND  NAME 


OR  NUMBER  .  PARASITE  (SUB) SPECIES  .P^peC  ^ 

FORMULATION  . .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PQ/TV 


MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED5Q(range)  4.0(2.^  ,  \\.Z) 


ED9q( range)  13.3(3.3  -35’0| 
Resistance  factor  Inn  i 


Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


'23 


SUMMARY  OF  ANT  I  MALARIAL  ORUG  TESTS  TABLE  109 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  ^ .  *  .IpN .2.I&4  PARASITE  (SUB)SPECIES  P-.V^V«1  ssp 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/-HYPO/H 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  . . . 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  or 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

ireated  PR%vm, 
Control  PR%U 

3.0  f  10.0 

5 

— 

Sl-z  ±  3.3 

10.0  t  10.0 

S 

1*3  t  2-S 

Ns 

30-0  ♦  lO'O 

s 

1 

- 

2*3  ±  1.0 

(oO.O  *  (0-0 

s 

- 

2-1  1 )  .  \ 

0 

10 

23-  % 

ED50(range)3.s(\.fc-:?.4} 

€ 

E0gQ(range)t^<2U^-SV^ 

Resistance  factor  IgQ 

3-0  +  3oo 

5 

- 

32.1  ±  IO-) 

10  o  *  30-0 

s 

- 

1-S  1  O'S 

NS 

30-0  +  30<0 

5 

1 

- 

0-1  *  0-2 

&OO  ♦  30.0 

5 

- 

O-S  ±  0*2. 

0 

IO 

as -8 

ED50(range)  n(0,^  -3,5) 

ED9Q(  range)  _  ,5.5 

Resistance  factor  Igg 

> 

] 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


to  -2.0  3  0  40  SO  fcO  70  80  lOO 

WR  £55  695  AE  mg/**} 

^  .  lf\V^rcvcVi  6r>  04  WR  25S ^5 At  O.V-A  C^OvD»UMt  . 


WR255(£3AC  *g/k3 


Fto^u^c.  5  .  «T3kcl''ov-4  W ft  2SS AC.  Q»s<i 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  UO 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME  ^  R  25S  <b3>SAfc(  &L 

OR  NUMBER  J:0J>1  . .  PARASITE  (SUB) SPECIES  P:  . 

FORMULATION  TW^O.?.Qy.B^Q. .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/iV 
MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 

“Dai Iy  dose 
mg/kg  U0-D+-3 

No.  or 
mice 

NO.  Of 

•experiments 

Mean  control 
parasite  rate  % 

treated  PR^-,™ 
Control  PRr100 

3-0 

S 

— 

-±3>.3 

10-0 

5 

— 

lOO  1  7.^~ 

N 

30'0 

5 

1 

— 

33*7  1  3.7 

i00>0 

*5 

— 

^5*2  ±*2*3 

0 

)o 

73  •’8 

ED50( range)  >*0O 

EDgo(range)  ^iqo 

Resistance  factor  IgQ 

ED5Q( range) 

EDg0( range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

17b 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  HI 


COMPOUND  NAME 

OR  NUMBER  .  PARASITE  (SUB)SPECIES  B.WxgbcA 

FORMULATION  SP./.H20.  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/iV 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 


mg/kg  DO-D+3 


E05Q(range) 


ED90(range)  Ai4(3i3_5li 


Resistance  factor  InA 


ED5Q(range) 
EDg0( range) 


Si«4-  ±  iOb 


0-02  -  OOS 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Departinent  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  ORUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  H2. 


COMPOUNO  NAME 

OR  NUMBER  PARASITE  (SUB)SPECIES 

FORMULATION  h^Q .  ROUTE  OF  ADMINISTRATION  :  SC/-HWW- 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED50(range)9O(O(4.o. 


EDgo(range)^  |00 


Resistance  factor  Inn 


3>>0  -v  \.o 

s 

\0*0  1.0 

5 

^>0-0  +  1-  0 

5 

100-0  f  1-0 

S 

0 

lO 

ED5Q(range)50, 0(^,0,  |5o) 
EDgo(  range)  »  1  oO 
Resistance  factor  Inn 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  U3 


COMPOUND  NAME 


OR  NUMBER  UV3 .3  PARASITE  (SUB)SPECIES 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/TP/PO/TV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


30' O  -+•  3'0 


\00-0  -»  3.0 


ED50(range)3.0(ll0_o)(0 


EDgo( range)  >  loo 


Resistance  factor  I0|, 


3*0  ■+  lO'O 


\0'O  ^O'O 


30-0  +  10*0 


100-0  *  10*0 


ED5Q(range)  <  ^l0 
EDgo(  range)  < 
Resistance  factor  L 


4-S-9  -t  I  •% 


3> I -3  :t  33 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  114 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  Ct44?P.QPJDJ.£.t.M?N.  2*42.  PARASITE  (SUB)SPECIES 
FORMULATION  .  !v^o.?Q  |  H  2p. .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/fV 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  of 
■experiments 

Mean  control 
parasite  rate  % 

Treated  PR^™ 
Control'  PRr  UL 

0>3  ■+  3‘0 

5 

- 

O'  -  0  ^4-4* 

i'O  3-0 

S 

— 

22>Z~t  3.S 

N 

3.0  *  3.0 

5 

) 

— 

A-l>2  x  1  \ .  \ 

\0*0  3.0 

5 

- 

0  '3  ±0-3 

P 

\o 

2-3-8 

■ 

|  E050( range)  1,5(0 .4  -"i-5) 

EDgo( range) 4^,1  -  lO.C 

Resistance  factor  Igg 

0>3  "*■  10-0 

5 

— 

23*4-  ±4.3 

)>o  -+  10.0 

5 

— 

73-3  ±  43 

N 

3-0  -»  10-0 

5 

1 

4-S.O  x  \.% 

^0-0  +  10<  D 

5 

- 

O 

0 

)0 

23  -8 

ED50(range)  13(0.4- 2..$ 

EDgo(  range)  Z,^(0.9-  S't 

N 

J 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  8  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOO  SCHIZONTOCIDES) 


TABLE  115 


COMPOUND  NAME 

OR  NUMBER  PARASITE  (SUB)SPECIES  .??  hp^n£A 

FORMULATION  .  ROUTE  OF  ADMINISTRATION  :  SC/TP/PO/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Uarly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  Of 
•experiments 

Mean  control 
parasite  rate  % 

msssamam 

0>3  30.0 

5 

- 

x  2-2 

1*0  3o.o 

*5 

- 

S3  *9  -±  0*1 

N) 

3>*0  -*30*0 

S 

1 

- 

3>i  *3  ±  33 

loo  +  30*0 

5 

- 

O 

Q5 

ID 

23*3 

-  / 

ED50(range)1(O(c,^_7^ 

. 

E090(range)2.3(i.x-5'0 

Resistance  factor  Ig0 

0.3  +  100*0 

5 

— 

4-9-9  tOb 

i«o  •+  100*0 

5 

— 

4-3-1  ±4.4- 

N 

3-0  +  100-0 

5 

1 

- 

'0*0  -»  100*0 

5 

- 

O 

0 

iO 

23*8 

ED50(range)o.S(o 

) 

EDgo(  range)  l.9(o^-5.? 
Resistance  factor  IgQ 

j 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  S  Tropical  Medicine 


E050( range) 
EDon( range) 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


32. 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  !>7 


COMPOUND  NAME 

OR  NUMBER  . .  PARASITE  (SUB) SPECIES 

FORMULATION  7T** ROUTE  OF  ADMINISTRATION  :  SC/iP/PO/I-V 
'1AXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 

"Daily  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  Of 
•experiments 

MlilM 

3 .0 

5 

_ 

^04  B.; 

io-  O 

S 

A-\  >0  —  \  -9 

NS 

3o-o 

5 

1 

— 

~3>‘S  -t  \<~t 

to  -o 

S 

\-  1  ±03 

\o 

35- 1 

ED50( range)  3  .^(^v .o>  -  \  ^ 

•5> 

o-q) 

ED90(range)  25,0(\5-0  -  S 

Resistance  factor  Igo 

ED50( range) 

EOgo(  range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT1MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  US 


COMPOUND  NAME 

OR  NUMBER  .M2 S.  '.S.?:  ;t .  £?iV> £P.<?Y'4a  PARASITE  (SUB)SPECIES  .  .-SS£  . 

FORMULATION  .  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/IV- 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Uai Iy  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  of 
■experiments 

Mean  control 
parasite  rate  % 

3-0  -*■  |  iO 

5 

WSm 

10-0  +  1.0 

5 

— 

02.. 3  -±  2.-0 

NS 

SO-O  +  1*0 

5 

— 

_ 

3»>2  ±  2-S 

100-0  +1-0 

5 

- 

20-2  *  2-5 

1 

IO 

1 

ED50( range',  >  \cc 

< 

ED90(range)  ^  >  OQ 

Resistance  factor  Igo 

3  -  o  -+  S-o 

_ 

02-4-  ±  3-3 

10<0  ■+  3-0 

5 

- 

20-1  ±  2<0 

NS 

300  +  3-0 

5 

1 

- 

02.3  i  2.3 

100-0  -*  3-0 

5 

- 

rssm 

IO 

22s*  1 

ED50(range)  >  (OO 

EDgo(  range)  »IOO 
Resistance  factor  Igg 

- 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


134 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  1 19 


COMPOUND  NAME 


OR  NUMBER  LQM  .3-lfV£  O  PARASITE  (SUB)SPECIES  .bv^Q^U 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/IP/PQm 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 


NS 


<.r>  -+•  loo 


10-0  ■+  10*0 


30*0  +  lO'O 


\000  +  IOO 


ED50(range)  <  3.^ 


EDgo(range)  <^.0 


Resistance  factor  Igo 


3.0  3o-o 


iO'O  200 


N5  30  o  -*  3o  o 


iOO-O  30*0 


ED50( range)  <3.0 
EDon(  range)  3  •  O 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


3.5 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  120 


COMPOUND  NAME 


OR  NUMBER  PARASITE  (SUB)SPECIES 

FORMULATION  I^.O.SQ./H^Q.  r0UTE  of  ADMINISTRATION  :  SC/HVW^V 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


O-b  ±0-2 


\.<4-  ±  o.2L 


\>4  *  O' (o 


1  >4  -t  Q-<c 


ED50( range)  <3,.o 


EDgo( range)  <,^.o 


Resistance  factor  I, 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  It  .4>CJ.  2 PARASITE  (SUB)SPECIES 

FORMULATION  J  )\p. .  ROUTE  OF  ADMINISTRATION  :  SC/-H^ 

MAXIMUM  TOLERATED  OOSE  (MTD)  . MG/KG  X  ... 


Strain 


TABLE  \Z\ 


£D5Q(range)  3.0(2a-21.0 

ED90(range)lklO(5>Q_4^>  ^ 
Resistance  factor  Irt_ 


NS 


\<o  +  \0o 

3-0  +  io-o 

s 

io-o  ■«  (O'O 

S 

30-0  -  loo 

S 

bo.O  -♦  1 0'O 

5 

1  O 

ED5Q(range)5,o(\,5  -n<o 

ED90( range)  H.%(s -  4-Q.  O) 
Resistance  factor  lnn 


S2-S  ±  2-0 


S°><1  ±  2.0 


4-.2.  ±  M 


\*4-  ±  0-3 


\>*r±  0-2. 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  122. 


COMPOUND  NAME 

OR  NUMBER  PARASITE  (SUB) SPECIES 

FORMULATION  .  H^O. .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/-IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


1*0  -+  300 


3-0  +  3.0-0 


10*0  +3.0-0 


3.0*0  +30-0 


100*0  +  300 


ED50(range)5<o(,,b_ 

) 

ED9o(range)\^.5(Sl^)_50 

-q) 

Resistance  factor  Igo 

. 

%!•<$  *  3-2> 


2.1  ±0*5 


1 1  4  t  0*1 


\'A-  t'O-b 


ED50(range)(ol4(7_,-x_24(( 

ED90( range)  )5,5(s.^_5b 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  12,3 

(BLOOD  SCHIZONTOCIDES) 

COMPOUNO  NAME  2S5  G93  Ac  Ce»i_-4-S4>ST\> 

OR  NUMBER  .  .hW.  . . .  PARASITE  (SUB)SPECIES 

FORMULATION  P.9./ ROUTE  OF  ADMINISTRATION  :  SC/-fP/PO/-T¥ 

MAXIMUM  TOLERATED  DOSE  (MTC)  >[QQ.  MG/KG  X  &. 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  Of 
mi  ce 

—1 

3-0 

5 

— 

9>3 ±  G-S 

to-o 

S 

- 

S2..2.±4-.<o 

K3 

30‘0 

S 

1 

- 

■75-1  ±  7-g 

\oc><o 

5 

- 

S9>^  ±  s-s> 

IO 

2|.S 

. 

■ 

ED50(range)^lO(5o.o_ 

do) 

goo) 

« 

EDg0(range)54o(zlo  _ 

Resistance  factor  IgQ 

ED50(range) 

EDgQ( range) 

Resistance  factor  IgQ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  124 


COMPOUND  NAME 


OR  NUMBER  .  PARASITE  (SUB)SPECIES 

FORMULATION  .  J ^  ?.Q/. H jQ  ROUTE  OF  ADMINISTRATION  :  SC/ HYPO/ IV- 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED50(range)3.,(\^  »  s  « 


EDgo(range) 


Resistance  factor  Inn 


ED5Q(range) 

EDg0( range) 
Resistance  factor  I, 


90-4-  ±  3.0 


-±  IS 


SO<o  ±  3-0 


0-1  ±0-4 


Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


4o 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  12S 


COMPOUND  NAME 

OR  NUMBER  UQ>>4  PARASITE  (SUB)SPECIES 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/FP/PQ/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 


ED5Q(range) 

EDgQ( range)  >  |qq 
Resistance  factor  In, 


Principal  Investigator:  Professor  W.  Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  \2.<o 


COMPOUND  NAME 

OR  NUMBER  PARASITE  (SUB)SPECIES  . 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SCy^PrWfV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED50(range)  <  i00 

EDgo(ran9e)  «  IOO 
Resistance  factor  In, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  »27 


COMPOUND  NAME 

OR  NUMBER  PARASITE  (SUB)SPECIES 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/fP/PO/IE 

MAXIMUM  TOLERATED  DOSE  (MTO)  .  MG/KG  X  ... 


Strain 


ED50(range)^(0,b_^ 


EDgQ( range)  4-(o(\*S  -3‘b 


Resistance  factor  Inn 


EDS0(range)2.(>(t,b.^.2) 

ED90(range)5,4(3,^_^,^ 
Resistance  factor  Inn 


34-. 8  ±  3. fa 


So  ‘Tl  *t  3*S 


0*4- -t  0*3 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  ORUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  12  S 


COMPOUND  NAME 

OR  NUMBER  .t. PARASITE  (SUB) SPECIES  . 

FORMULATION  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/iV 

MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 

Uai iy  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  Of 
experiments 

Mean  control 
parasite  rate  % 

limEPliliMM 

0.3  30-0 

5 

_ , 

^0*1  ±  2-8 

1*0  +  30*0 

5 

— 

86*4  ±  1.4 

N 

3*0  -*-300 

5 

1 

- 

3t>*  0  -  15  ’b 

(0*0  -«•  30*0 

5 

- 

0*09  ±0*09 

IO 

21.-8 

- 

_ 

ED50(  ranqe )  9  -o(  !  •  4  -  -5 . l) 

► 

t 

ED90(range)4,o(74-*_k.$ 

Resistance  factor  IgQ 

0*3  +  100*0 

s 

— 

ssn  ±50 

1*0  ■+  <00*0 

s 

— 

98.0  4  b-O 

N 

3*0  -1  100*0 

5 

l 

— 

34.0  ±  3.8 

10*0  *  100*0 

5 

— 

O 

mmm 

iO 

2.1*8 

ED50(range)  |,l(\.3  -Z.l 

ED90(range)3i,('Z.^>_StC 

Resistance  factor  Igg 

T 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


14-4 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  123 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME  255  £>2> ^  AC  (  SL 

OR  NUMBER 

FORMULATION 

MAXIMUM  TOLERATED  DOSE  (MTD)  ^.!9.Q.  MG/KG  X  fk 


. . . . .  PARASITE  (SUB) SPECIES  .  . 

ROUTE  OF  ADMINISTRATION  :  SC/-IP/PQ/4V 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  ORUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  130 


COMPOUND  NAME 

OR  NUMBER  .QtiUV?O.QW Nfc. . .  PARASITE  (SUB)SPECIES  . 

FORMULATION  1^0..  ROUTE  OF  ADMINISTRATION  :  SC/IP/-PQ/-FV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/ KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  D0-D+-3 

No.  Of 
mice 

No.  of 
•experiments 

Mean  control 
parasite  rate  % 

treated  PR%v,nn 
Control  PR?100 

3.0 

5 

— 

25-S  *  S-S 

\0‘0 

S 

— 

30.0  0-b 

NS 

30*0 

S 

1 

- 

a -a  ±0'8 

bo  'O 

5 

— 

\>a  *  0'3 

& 

IO 

ED50(range)-7,s(43_iA.§ 

•o) 

& 

E090(range)2A>0(.\^>.0  -4a 

Resistance  factor  IgQ 

ED50( range) 

EDgo( range) 

Resistance  factor  Igo 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

14-<o 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TA3LE  131 


COMPOUND  NAME 

OR  NUMBER  PARASITE  (SUB)SPECIES 

FORMULATION  j.WQ .  ROUTE  OF  ADMINISTRATION  :  SC/H/fWIV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai iy  dose 
mg/kg  DO-D+3 

No”  “of  r 
mice  | 

No.  Of 
•experiments 

Mean  control 
parasite  rate  % 

M— 

3*0  l«0 

5 

— 

83-9  ±3-S 

tOO  +  \<o 

S 

— 

^3.^iXS 

NS 

3>0‘O  +  vo 

S 

t 

— 

±  l*t 

M 

T55BHS5I 

s 

— 

too  ± 

| 

to 

•23-8 

ED5Q(range)  >  \00 

• 

EDgo( range)  ^  loo 

Resistance  factor  Igo 

3.0  •+•  3«0 

5 

83.5  - 1.3 

tO-O  *»■  3.0 

5 

— 

*75 '8  -t  (o-t. 

NS 

30.0  -+  30 

5 

\ 

- 

lOO'O  tS-0 

5 

— 

t4.b  ±  )0<3 

11  El 

to 

23*8 

: _ 

ED5Q(range)>  |00 

EDgo( range)  >  IOO 
Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 

W 


SUMMARY  OF  ANTIMALARIAL  ORUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  1 32. 


COMPOUND  NAME 

OR  NUMBER  .  PARASITE  (SUB)SPECIES  Rv^Qq\w 

FORMULATION  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  Of 
■experiments 

Mean  control 
parasite  rate  % 

inin 

3-0  +  10*0 

s 

— 

4-0- A-  ±  \.% 

10 *o  -  10*0 

5 

— 

i  oa 

NS 

SO'O  -  10 .o 

_  s  . 

1 

4l  -1  t  1.4 

iOO'O  +  I0>o 

s 

- 

2f7  2  t  0'5 

WPMM 

IO 

21. S 

ED5q( range) 


EDgo( range)  >  ,qq 


Resistance  factor  IgQ 


3-0  +  30.0 

s 

— - 

23  ±  wo 

10«0  -+  3,0.0 

5 

— 

2.3  i  \<o 

NS 

30 .0  -20.0 

5 

l 

— 

13  ±  \<o 

100. 0  +  30.0 

5 

- 

1  ±  04 

0 

IO 

21-8 

EDgo( range )  <  ^  .  0 


EDgQ(  range)  <^lQ 
Resistance  factor  Igg 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  134 


COMPOUND  NAME 

OR  NUMBER  C*A4? ?P. PARASITE  (SUB)SPECIES 

FORMULATION  Ji j.VA-jQ. . .  ROUTE  OF  ADMINISTRATION  :  SC AHVWTV 
MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 

|  mg/Kg  uu-lh-j  |  mice  {  experiments 


NS 


t>0  •*  100 


30  +  lO'O 


10-0  +  \0-0 


30-0  +  10 -O 


bO  O  -  (O'O 


ED50(rangc)(3,2(3.o-io.af) 

ED90(range)24O(\|,^-4.(),S) 

Resistance  factor  Inrt 


*2.3 

AO‘4  ± 

‘•8 

a. 5  ± 

bo 

\«s  ± 

0-b 

ED5Q( range)  q.2(2.Z  -IS  *5 

P 

O.o) 

EDg0(range)24.o(-q,O-S 

Resistance  factor  IgQ 

* 

i  (vb 


58 >'2.  ±  0-2 


1l>1  t  bO 


l- 2  ~L  0  -  hi 


Principal  Investigator:  Professor  W. Peters 

Department  ot  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  *35 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  2-1^.  PARASITE  (SUB)SPECIES  P^pelu.SSp 

FORMULATION  JiV??db SQ./H^p- .  ROUTE  OF  ADMINISTRATION  :  SC/-HW/*V 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Uai ly  dose 
mg/kg  DO-D+3 

NO.  Of 
mice 

No.  Of 
•experiments 

Mean  control 
parasite  rate  % 

1*0  -r  30-0 

b 

— 

9>i*9>  t  1>( 

3-0  +30-0 

5 

— 

la  *5  ±5*3 

NS 

10-0  +  30-0 

b 

1 

- 

-41  *1  ±  l<4 

30*0  30*0 

5 

— 

\  <9  ±  1*0 

to 0*0  •+  30*0 

5 

- 

1  >8  ^  fl'b 

IO 

.  2.1-8 

_ 

ED50(range)5l,(il9 

>>.o) 

* 

ED90(ran9e)23.O(?.O-S.' 

Resistance  factor  IgQ 

1*0  +100-0 

b 

— 

100  t  1.2 

3*0  *100*0 

6 

— 

b4b  ±  10*9 

NS 

iO-0  *100*0 

5 

1 

- 

31-1  ±0*5 

30*0  *100-0 

5 

- 

\>%  ±  0-1 

bOO  1-  100*0 

5 

- 

0-b  r  0*3 

0 

IO 

23- 8 

ED50(range) -^.3(^,0  _22<( 

0 

ED90(range)lt<5(tl(3  .43, 

O) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


WR  250548 


wo 


Co  .  I  Sobo'o^  rCxnr»  iWiAsV'tnVi  ryj  ^ne‘3'-S,v'  beVwee*, 

i  so *» e<5  o£  iv,e  n.ovacv’«vie  anaAocyje  V\Jf^  243251 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  I3fc> 


COMPOUND  NAME  (&L  2.9T5eT> 

OR  NUMBER  . .  k9.^  .  .^<S=?P. .  PARASITE  (SUB)SPECIES  -B. 

FORMULATION  TT^n^P./.^C?. .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/*V 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED5Q(range)  lS-o(l\*3-l$ 

•€> 

ED90(range)SOiO0^tO_^ 

o) 

Resistance  factor  IgQ 

ft 

ED50( range) 

ED9q(  range) 
Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


TABLE  137 


i 

5 

i 

5 


‘,'^1 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME  25054S  C&»-  34'7o") 

OR  NUMBER  .  PARASITE  (SUB)SPECIES 

FORMULATION  MQIBzQ.  ROUTE  OF  ADMINISTRATION  :  SC/HVPO/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

NO.  Of 
mice 

No.  of 
■experiments 

Mean  control 
parasite  rate  % 

M3 

OM 

5 

— 

"7S>S>  -£. 

0.3 

S 

— 

kS'2  ±  5'4 

K) 

1*0 

*5 

t 

— 

35-4  ± 

3*0 

<3 

- 

\0-  \  ±  4.1 

lo<o 

S 

- 

2.2  ±0*7 

• 

IO 

■  2h (b 

/ 

. 

ED50( range )o,4(oO_  -0® 

) 

) 

* 

E090(r>nge)2.<i(|.s-s.5 

Resistance  factor  IgQ 

ED50( range) 

EDgQ( range) 

Resistance  factor  Iqq 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


154- 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  !3S 


COMPOUND  NAME 

OR  NUM8ER  LQ(^ . 7A OQ. .t .  ?:'.<?  j -  PARASITE  (SUB)SPECIES 

FORMULATION  .  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/tV 

(MAXIMUM  TOLERATED  DOSE  (MTD)  . MG/KG  X  ... 


Strain 


0*1 

■+  0*1 

0.3 

■+  O'  1 

1*0 

*  0.1 

CM 

10.0 

■+  o>< 

ED50(range)  \.^(0,fa_4, 
ED90(range)9.5(AiO_3)O|i.^ 
Resistance  factor  Inn 


TULLUr  igQ 


O’ i  -  0-3 


0-3  +  0.3 


1*0  -+  0.3 


3*0  O  <3 


\o«o  *  0‘3 


EDS0(range) Q, 4(0,1  _ 
EDgplrange)  $,5(^,0 . 20*5) 
Resistance  factor  Ion 


Principal  Investigator:  Professor  W. Peters 

Departjnent  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE 


COMPOUND  NAME 


OR  NUM8ER  XQH.  7z[  £>0. .  .  IP/A  Tlh)  PARASITE  (SUB)  SPEC  I ES  j?. 

FORMULATION  HV?  H-^O .  ROUTE  OF  ADMINISTRATION  :  SC/HW/TV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED50(range)O,Q5(OtO^,  pL^) 

ED9Q(range)Qt-?(0.-a)  ,2..  z") 

Resistance  factor  In~ 


ED5q( range )0,Q\  (<0,Q)  -  0.  Ai) 
ED9Q(  range)0)Q7(Q,og  _  Q  ,  I  2) 
Resistance  factor  Inn 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  140 


COMPOUNO  NAME 

OR  NUMBER  LON ^.1^1  PARASITE  (SUB)SPECIES  .P< 
FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/ 1 P/PO/-TV 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


ED50( range) 

EDgo( range) 
Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TABLE  141 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  .3.  PARASITE  (SUB) SPECIES 

FORMULATION  .lvH^?.Q./.B.p.  ROUTE  0F  ADMINISTRATION  :  SC/IP/PO/4Y 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  Of 
■experiments 

Mean  control 
parasite  rate  % 

ireated  PKXv,^ 
ContFST  PR*f100 

O*  1  f  0*1 

S 

_ 

90*9  -±2.1 

03  o-\ 

S 

- 

b4.0  ±  b-3 

N 

I .  O  +  0  •  \ 

s 

1 

- 

30  *  fc>  —  1 4-  ■  b 

3>>0  *  0-1 

5 

- 

4-fc  ±  O'l 

10*0  o«i 

5 

- 

O 

& 

lO 

3i-(=> 

ED50(range)o,5(Cl7__ 

) 

* 

EDgQ(range)  ll4(0ll 

Resistance  factor  Ig0 

o.l  -r  0  3 

5 

— 

S4.0  ±  2.0 

0  3  +  0.3 

S 

- 

S3.1  ±  4.3 

N 

1  ■  O  +0'3 

s 

I 

- 

\\  *4  i  1.3 

3*0  -  03 

5 

- 

2-5  ±  03 

lo  *o  i-  0.3 

S 

- 

O 

& 

1  o 

2.1  •  (o 

- r 

ED50( range)  0.3>(0«"2_  -0*5 

s 

J 

EDgo(range)\,0(0)1^.^ 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT I MALARIAL  DRUG  TESTS  TABLE  142. 

(BLOOD  SCHIZONTGCIDES) 

COMPOUND  NAME 

OR  NUMBER  . IrQM  2 [ kP  PARASITE  (SUB)SPECIES  .  R-.&qWa 

FORMULATION  .  &Q  /  H^Q  ROUTE  OF  ADMINISTRATION  :  SC/WyWW 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Daily  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  Of 
■experiments 

Mean  control  1 

parasite  rate  % 

O-l  -r  1-0 

5 

— 

0*3  1*0 

S 

— 

A1-2  ±  lO'S 

N 

\*o  +-  \*o 

5 

1 

— 

1‘0  ±  2-2 

3*0  '<0 

5 

- 

o*a  -t  o.a 

\o*o  \*o 

5 

- 

O 

IO 

•  2lO 

7 

E050(range)oa(0,is-_0,-; 

JS) 

f) 

* 

EDg0(range)Oll(OlS_  ],< 

Resistance  factor  IgQ 

O  >1  •+  s*  o 

5 

_  . 

*4-4-0  ±  IS'C 

0*3  -V  3*0 

5 

j-n 

\9)*,8  ±  12*0 

N 

\'0+  2*0 

5 

1 

- 

2* 5  -  1*0 

2*0  *3*0 

5 

— 

O 

10-0  *  3*0 

5 

- 

O 

£ 

IO 

2. 1  *  Cr> 

ED50(range}O(O9(O(O5_( 

:  *n) 

EDgo(range)0(42.(o,23>-( 

Resistance  factor  Ig^ 

:■*£> 
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